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Clinical Bulletin:
Benzodiazepine-adulterated

Opioids

Key Messages

e Unregulated opioids are increasingly adulterated with benzodiazepines, with pro-
vincial drug checking results showing an increase in the detection of benzodiaze-
pines in expected opioid samples and mortality data demonstrating an increase in
benzodiazepine-involved drug poisoning deaths

e Individuals may knowingly or unknowingly consume benzodiazepines through the
unregulated opioid supply and develop benzodiazepine dependence and potential-
ly life-threatening withdrawal from benzodiazepines

e Differentiating benzodiazepine from opioid withdrawal is clinically challenging, as
overlapping symptoms can complicate assessment
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e Use the DSM-5-TR criteria and clinical assessment of the person’s history and
symptoms to diagnose benzodiazepine withdrawal

e Individual risk factors should guide care, as some people are at higher risk of devel-
oping benzodiazepine withdrawal and associated complications

e Avoid abrupt discontinuation of benzodiazepines if possible

e Inpatient care is encouraged for all individuals experiencing benzodiazepine with-
drawal, regardless of symptom severity, when available

e Ininpatient settings, manage benzodiazepine withdrawal using prescribed benzodi-
azepines (as-needed or following a taper schedule)

e Consider monitoring for and managing benzodiazepine withdrawal symptoms by
using the CIWA-B or CIWA-Ar (when indicated and as available in your context),
conducting a physical examination, and prescribing medications as needed
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Purpose and Scope

The care guidance in this bulletin is relevant for individuals who have
developed, or are at risk of developing, benzodiazepine withdrawal follow-
ing the cessation of unregulated opioid use due to the adulteration of the
unregulated opioid supply with benzodiazepines.2

Care considerations for individuals prescribed benzodiazepines, as well as
those who meet the criteria for benzodiazepine use disorder, are outside the
scope of this document. This exclusion also applies to the consumption of
other adulterants in the unregulated opioid supply (e.g., alpha-2 adrenergic
agonists such as xylazine and medetomidine). However, although this bulle-
tin does not provide guidance on non-benzodiazepine adulterants, the care
considerations may be relevant to that context, particularly unintentional
use, the potential for acute and long-term consequences, and the need for
careful clinical assessment to guide care.

For information on best practices for benzodiazepine prescribing in pri-
mary care, including indications for prescribing, potential risks associated
with long-term prescribing, and appropriate alternatives to benzodiazepine
prescribing, see the BC Centre on Substance Use's (BCCSU) Benzodiaze-
pines: Best Practices in Primary Care Bulletin.

For further guidance on community emergency management of opioid
poisoning in which benzodiazepines may be a complicating factor, refer to
the BC Centre for Disease Control’'s Responding to Opioid Poisoning with
Prolonged Sedation resource.

a This document is not a substitute for the advice or professional judgment of a health care pro-
fessional. Health care professionals must take into consideration the individual circumstances
of their patients and all applicable laws, regulations, and standards, including those set by their
relevant governing bodies.
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Background

Unregulated opioids are increasingly adulterated with benzodiazepines, lead-
ing to both unintentional and intentional use among individuals who use these
substances. As a result, many people may be unaware of their use of benzodi-
azepines through the unregulated opioid supply. If unmanaged, benzodiazepine
withdrawal or poisoning can lead to life-threatening complications.

Recent data from across Canada highlight the increasing presence of benzo-
diazepines in the unregulated opioid supply,™ with notable trends observed in
BC. Province-wide drug checking results show a steady rise in benzodiazepine
detection in expected opioid samples: in January 2021, 20.2% of expected opioid
samples tested positive for benzodiazepines,’ increasing to 53.4% of samples in
2023,%before decreasing to 48.6% in 2024.7In July 2025, 38.9% of expected opi-
oid samples tested positive for benzodiazepines, the lowest level observed since
October 2022.8 A similar trend is evident in mortality data, with benzodiazepines
involved in 5.0% of unregulated drug deaths in BC in 2016, increasing to 13.6% in
2020, and reaching 46.4% in 2024.°

Regional data from Vancouver and Victoria are consistent with provincial trends.?
In Vancouver, novel psychoactive benzodiazepines were detected in 14% of opioid
samples tested between October 2018 and January 2020, with detection rates
of 17% in August 2019, and 6.8% from March to December 2019."2 In Victoria,
48% of expected opioid samples contained benzodiazepine-related substances
between November 2020 to July 2021.”

Internationally, studies from the United States,*** Great Britain,?*2> Europe,?® and
Australia®”?®¢ demonstrate a growing prevalence of benzodiazepines in opioid-re-
lated poisoning deaths as well, with increasing detection rates over time and
frequent co-occurrence with opioids.

While increasing benzodiazepine adulteration of the unregulated opioid supply
poses challenges across North America and globally, evidence-based guidance
for managing care remains limited. A small body of evidence offers insight into
best practices for managing benzodiazepine withdrawal in individuals with opioid
use disorder (OUD) who unintentionally consume benzodiazepines through adul-
terated opioids. Although some evidence is derived from studies of intentional
benzodiazepine use, the findings are valuable for informing guidance on manag-
ing benzodiazepine withdrawal.

For example, a case report?® and a retrospective chart review of individuals who
initiated a benzodiazepine taper (n=54),%° reported success using diazepam to
manage benzodiazepine withdrawal symptoms, including tapering from novel
psychoactive benzodiazepines such as bromazolam,?® and among individuals
with OUD who use non-prescribed benzodiazepines (i.e., diverted or unregulat-

b At the time of this bulletin’s publication, data on unregulated opioids adulterated with benzodiaz-
epines were only available for these areas.
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ed).2° While neither of these studies included participants who were using benzodiazepine-adul-
terated opioids, the successful use of diazepam to taper from non-prescribed and novel psycho-
active benzodiazepines underscores the clinical relevance of diazepam as a tapering option.

The use of diazepam is further supported by a case series from a medically supervised withdraw-
al setting in Vancouver, BC, in which 6 individuals with OUD and suspected use of benzodiaz-
epine-adulterated opioids were administered benzodiazepines to address atypical withdrawal
symptoms presumed secondary to benzodiazepine dependence. Diazepam was administered to
the majority of individuals, with an average total dose of 90.8mg over 3.8 days and peak Clinical
Institute Withdrawal Assessment for Alcohol, revised (CIWA-Ar) scores ranging from 12-26. The
average length of stay was 7.1 days.*

Collectively, these findings, while limited, reinforce the relevance and suitability of diazepam

as a practical withdrawal management option in select cases and highlight the need for further
evidence-informed approaches in this emerging area of clinical care. It is important to note that
these findings are drawn from a limited and evolving area of clinical research. In the absence of
standardized diagnostic criteria for unintentional benzodiazepine dependence in this clinical
context, the reported data are based on presumed diagnoses of benzodiazepine dependence
based on clinician judgement, experience, and expertise.

A key clinical challenge in managing benzodiazepine withdrawal is differentiating between ben-
zodiazepine and opioid withdrawal. Due to overlapping symptoms between benzodiazepine and
opioid withdrawal, it can be difficult to distinguish withdrawal syndromes and assess the severity
of withdrawal from each substance. This may be particularly challenging among people with OUD
who use unregulated fentanyl, as there has been a reported increase in atypical withdrawal pre-
sentations, including seizures, tremors, agitation, catatonia, dystonia, and delirium.

A systematic review of novel benzodiazepine intoxication noted that altered mental status—ranging
from sedation to agitation or aggression—was the most common benzodiazepine withdrawal presen-
tation, with coma and seizures also reported. Tachycardia and hypertension were the most frequently
reported abnormal vital signs.?*> For mild cases of benzodiazepine withdrawal, supportive care was
typically used, while more severe cases required treatment with GABA-agonists like lorazepam or
diazepam.*® More specifically, in the Vancouver case series described above, which involved individu-
als with OUD and suspected use of benzodiazepine-adulterated opioids, withdrawal symptoms such
as anxiety, tremor, perceptual disturbances, and, in one case, seizure were reported (n=6).>' Although
benzodiazepine and opioid withdrawal can be difficult to differentiate, understanding the common
withdrawal presentations and vital sign abnormalities associated with novel psychoactive benzodiaz-
epine withdrawal is valuable given their presence in the unregulated opioid supply.

In response to the increasing prevalence and associated harms of benzodiazepine-adulterated
opioids in the unregulated drug supply, as well as the lack of evidence-based guidance, the BCCSU
conducted a Delphi process®+? to establish expert consensus on identifying and stratifying risk, di-
agnosis, and managing benzodiazepine withdrawal within this context. Feedback from people with
lived and living experience (PWLLE) was then sought to provide additional insight and context.
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Methods

A 4-round Delphi study was carried out to address the lack of evidence surround-
ing care for benzodiazepine withdrawal related to the use of unregulated opioids.
This study was approved by an institutional Behavioural Research Ethics Board.
Twelve experts in substance use care took part in the Delphi process. The initial
statements included in the Delphi questionnaires were developed through topics
identified in a literature review and from clinical stakeholders. Topics were ap-
proved by the clinical stakeholders and questions were reviewed to assess clinical
relevance. Topics included knowledge and understanding, risk stratification, diag-
nosis, care management, patient education, and community care. The first-round
questionnaire included 51-open ended questions, and participants were asked to
provide their responses. This process was repeated until consensus was reached,
and overall findings were summarized. A report detailing the full results of the Del-
phi study is available.

This clinical bulletin translates the consensus statements from the Delphi study
into clinical guidance. The development of this guidance was led by the BCCSU’s
Co-Medical Directors. The bulletin was circulated to the BCCSU’s Clinical Expert
Committee (CEC) for review, with written feedback provided by 3 CEC members.
The BCCSU PWLLE Committee reviewed the contents of this clinical bulletin and
provided verbal and written feedback. Insights and quotes from PWLLE are includ-
ed throughout the document and are noted as such.

There is limited evidence to inform risk stratification and management of benzodi-
azepine withdrawal due to the adulteration of the unregulated opioid supply. The
Delphi process and this guidance document represent an initial consensus-build-
ing approach. However, many clinical questions remain unanswered and require
further clinical experience and research. Care should be guided by clinical judg-
ment, and clinicians are encouraged to consult the 24/7 Addiction Medicine Clini-
cian Support Line (778-945-7619) for expert consultation as needed.
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Principles of Care

The Delphi study participants identified several overarching principles of care that
apply to all clinical care guidance offered in this bulletin. Broadly, these principles
are instrumental to establishing positive partnerships with patients and families
experiencing harms related to the adulterated and unregulated opioid supply. They
reflect a commitment to providing compassionate, culturally safe and humble, and
holistic care, and are as follows:

Understand and value the patient’s goals, fears, comfort, priorities, experi-
ences, and beliefs

Provide trauma- and violence-informed, non-judgemental care
Acknowledge the harms associated with colonialism

Be mindful of negative health care experiences that certain populations
may face

Liaise with community programs offering culturally safe and humble care
Include access to Elders, Knowledge Keepers, family, peer support, coun-
selling, and support groups, based on individual preference

Refer to the BCCSU'’s Principles of Care resource or section 2.0 of A Guideline for
the Clinical Management of Opioid Use Disorder (2023) for more information. The

principles of care identified here should not be considered an exhaustive list. There
may be additional factors clinicians should take into account based on the care
setting or the specific needs of patients, families, communities, and populations.

PWLLE Insights

Members of the PWLLE committee noted that assumptions made by
health care providers can impact the care they receive. For example, one
committee member shared stories of Indigenous people seeking care for
benzodiazepine-opioid withdrawal who were assumed to be in alcohol
withdrawal, based solely on their Indigenous identity.
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Assessing Risk

The Delphi process identified several factors that are believed to inform both the
risk of benzodiazepine withdrawal and the risk of experiencing associated com-
plications. Table 1 outlines the criteria considered to place individuals at higher
or lower risk of benzodiazepine withdrawal. This is not an exhaustive list and rep-
resents only some of the factors that may influence a person’s risk of benzodi-
azepine withdrawal or related complications. Given the lack of evidence-based
resources to inform risk stratification, clinical judgement should guide care. Clini-
cians are encouraged to consult the 24/7 Line for expert guidance as needed.

Table 1. Risk Assessment Criteria
Note: The following criteria refer to the patient’s use patterns and circumstances.

Criteria Risk Level
Has previously experienced benzodiazepine withdrawal from using Higher risk
opioids

Intentionally seeks benzodiazepines from the unregulated opioid  Higher risk
supply

Uses higher volumes of substances from the unregulated opioid Higher risk
supply or has been using them for longer durations

Abruptly stops using the unregulated opioid supply Higher risk

Uses substances from the unregulated opioid supply and has Higher risk
other concurrent medical or psychiatric issues that may put them
atincreased risk

Lives in rural or remote settings, where the unregulated opioid Higher risk
supply may be less consistent
Sporadically uses the unregulated opioid supply Lower risk

Intentionally and consciously avoids opioids containing unregulat- Lower risk
ed benzodiazepines (e.g., asking dealer about supply, using drug

checking)
Only uses unregulated stimulants Lower risk
Never uses unregulated drugs No risk

It is crucial to assess the risk of withdrawal-related complications in individuals
at higher risk of benzodiazepine withdrawal or those presenting to care in active
benzodiazepine withdrawal.
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5.1 Individuals at Higher Risk of Experiencing
Complications from Benzodiazepine Withdrawal

There are several factors that are thought to increase the risk of experiencing complications
from benzodiazepine withdrawal:

e History of withdrawal-related seizures or a seizure disorder
e Age (65+yearsold)
Other medical or psychiatric conditions (e.g., unstable cardiovascular disease, respirato-
ry conditions) that may complicate the assessment and management of benzodiazepine
withdrawal
e Other substance use (e.g., alcohol, stimulants)
o Stimulant use and withdrawal from alcohol use can increase the risk of seizures
o The use of other substances can complicate clinical presentations, modify the
degree of risk, and interact with medications used in treatment
o Alcohol or stimulant use may also mask symptoms, making individuals less likely
to seek care
e Balance issues or history of falls
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Benzodiazepine Withdrawal
Diagnosis and Prognosis

Given that benzodiazepine dependence may have developed as a result of un-
intentional consumption of adulterants, health care providers should monitor
patients who discontinue unregulated opioid use (e.g., those initiating OAT) for
symptoms of benzodiazepine withdrawal, even if they report only using opioids.
Withdrawal management strategies should be considered as needed.

Due to the overlapping symptoms of opioid and benzodiazepine withdrawal, it
may be challenging to assess the severity of withdrawal from each substance;
close monitoring is suggested to facilitate prompt identification of worsening
withdrawal symptoms.

6.1 Patterns and Symptoms of Withdrawal in
Individuals Using Benzodiazepine-adulterated
Opioids

The Delphi process identified withdrawal symptoms broken into 12-hour intervals.
The diagram below depicts the typical withdrawal patterns at specific time points
for individuals using the benzodiazepine-adulterated unregulated opioid supply,
with the risk of seizure increasing throughout the course of withdrawal. Please
note that this diagram only reflects the benzodiazepines detected in the unregulat-
ed opioid supply at the time of this bulletin’s publication. As the unregulated drug
supply is dynamic and constantly changing, the timeline shown may not apply to
emergent adulterants. Being aware of trends in drug checking results may help
inform understanding of shifting timelines (e.g., if the dominant benzodiazepine
in the unregulated supply has a longer half-life, the timeline may differ from what

is depicted below). A comparison of benzodiazepine and opioid withdrawal symp-
toms to support identifying withdrawal symptoms can be found in Appendix A.
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Figure 1. Timeline of combination benzodiazepine and opioid withdrawal
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Seizures may occur at any time during withdrawal

PWLLE Insights

The PWLLE committee identified additional symptoms that may be experienced during
withdrawal, including psychosis and suicidality.

I use fentanyl and | don’t use benzo-dope, [be]cause | use drug checking and
actively pursue non-benzo fentanyl, [but] over the past 6 months [I] have
accidentally gotten benzos in [my] supply. I lose time, [and] when I’'m coming
off it, | get extreme psychosis, thinking that everyone is out to get me within
24 hours. [It] induces suicidality

-BCCSU PWLLE Committee Member

6.2 Diagnosing Benzodiazepine Withdrawal

Prescribers should use the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition,
Text Revision (DSM-5-TR) diagnostic criteria for sedative, hypnotic, or anxiolytic withdrawal to
diagnose benzodiazepine withdrawal. Diagnosis can be further supported by clinical assess-
ment of symptoms and history, particularly in individuals who may have been exposed to benzo-
diazepines through the unregulated drug supply.
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The following assessment questions may help guide clinicians in diagnosing benzodiazepine
withdrawal in individuals no longer accessing a benzodiazepine-adulterated opioid supply. Pa-
tient responses to these questions and clinical judgement should be used both initially and in an
ongoing manner to evaluate symptoms and risks associated with withdrawal.

Table 2. Assessment Questions to Support Diagnosing Benzodiazepine Withdrawal

Assessment Iltem Initial Ongoing
Substance Use History
Are you using substances? If yes, what does your supply look like? X
Regarding opioids: How often do you use? How much do you use? How X
long can you go without using? When did you last use?
Are you using benzo-dope? Some people seek out benzo-dope, some X
people try to avoid it, and some people are in the middle. Do any of
those categories apply to you?
Do you have access to a consistent person providing substances? X
Are you having withdrawal symptoms now? If so, when did your symp- X
toms first start? When did you last use?
Symptom Monitoring
Are you experiencing any sensitivity to light or sound? X X
Are you experiencing insomnia or any changes to your sleep patterns? X X
Are you experiencing restlessness, agitation, or anxiety? X X
Withdrawal History
Have you experienced similar symptoms before, and did they resolve X X
when you used benzo-dope?
Have you previously experienced benzodiazepine withdrawal? If so, X
what happened?
Does this withdrawal feel different from past opioid withdrawal? If so, X X
what are you feeling that is different?
Seizure History
Have you ever had a seizure? If so, what was the context (e.g., benzodi- X
azepine withdrawal, alcohol withdrawal, epilepsy, other)?
Clinical Observation and Tools
Clinical screening/assessment tools X X
Monitor for restlessness, irritability, and diaphoresis X X
Review co-morbidities X

Note: Various versions of the CIWA scale are available for use in clinical practice. Two common
examples are the CIWA-Ar and the Clinical Institute Withdrawal Assessment for Benzodiazepines
(CIWA-B). While the Delphi process endorsed the use of the CIWA-B, in practice, many sites in BC
have been using the CIWA-Ar. However, neither the CIWA-B nor the CIWA-Ar have been validated
for assessing the severity of benzodiazepine withdrawal symptoms.© The selection of a specific
tool should be guided by factors such as clinical setting, available resources, provider familiarity,
and patient presentation, including comorbid conditions.

C The development and validation of clinical tools to better identify and manage benzodiazepine withdrawal is needed.
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PWLLE Insights

Members of the PWLLE committee underscored how challenging it can be to distinguish
between opioid withdrawal, benzodiazepine withdrawal, and benzodiazepine-opioid with-
drawal. Some members were skeptical that the questions above would help in distinguish-
ing between withdrawal syndromes, given the significant overlap in symptoms they have
experienced.

The PWLLE committee members also noted a variety of behaviors and perspectives
around benzodiazepine-adulterated opioids, with some people seeking them out, others
going to great lengths to avoid them, and some people not knowing what they are taking
until they accessed a different supply and went into benzodiazepine withdrawal. Multiple
members spoke to the difficulty of knowing what is in their supply.

6.2.2 Other Assessments

In addition to a thorough clinical history, several assessments can support the identification of
benzodiazepine withdrawal and help inform clinical decision-making. These tools may assist in
evaluating symptom severity, monitoring progression, and identifying any complications.

A physical examination may help identify observable symptoms consistent with benzodiazepine
withdrawal. Key elements include:

o Vital signs: Pulse rate, temperature, blood pressure, respiratory rate, and oxygen saturation
CIWA-B observational assessment: Tremors, sweaty palms, restlessness, and hours of sleep
¢ Neurological assessment: Level of consciousness and orientation status

While urine drug testing (UDT) can assist in identifying substances a person has taken, there are
several limitations:

e Potential for false positive (e.g., immunoassay UDT can cross-react with sertraline and ox-
aprozin) and false negative results (e.g.,, some commonly used benzodiazepines, such as
clonazepam, lorazepam, and alprazolam may not be detected due to a lack of UDT sensitivity)

o False negatives may be particularly likely with benzodiazepine analogues present
in the adulterated opioid supply
Limited detection to certain substance classes rather than specific drugs
e Inability to determine the timing, quantity, or frequency of use

6.3 Patient Education

Clear and compassionate communication with patients is essential when addressing benzodiaz-
epine withdrawal. The following key topics should be discussed as part of patient education:

e Discuss the expected course of benzodiazepine withdrawal and related symptoms, and
explain how these differ from opioid withdrawal

e Emphasize the importance of seeking medical care for benzodiazepine withdrawal symp-
toms, highlighting the risk of seizures and death

e Discuss and provide helpful resources for individuals experiencing benzodiazepine with-
drawal

e Ifreturning to unregulated opioid use, discuss the heightened risk of drug poisoning asso-
ciated with co-occurring use of benzodiazepines and opioids
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Determining Appropriate
Level of Care for Individuals
Experiencing Benzodiaze-
pine and Opioid Withdrawal

The level of care available for an individual experiencing co-occurring benzodiaze-
pine and opioid withdrawal will depend on the geographic area and capacity of the
available medical infrastructure.

Whenever available, inpatient care (i.e., withdrawal management facility or hos-
pital) is encouraged for all individuals experiencing benzodiazepine withdrawal,
regardless of symptom severity. While all patients describing symptoms of ben-
zodiazepine withdrawal should receive treatment in an inpatient setting, further
research into risk stratification of benzodiazepine withdrawal is needed to gain a
better understanding of the factors that most strongly impact patient outcomes
and potentially improve accessibility to care.

Referral to inpatient care is clinically necessary in the following scenarios:

e Escalating symptoms of benzodiazepine withdrawal
Suspected or anticipated benzodiazepine withdrawal in individuals with a
past history of seizures, severe withdrawal, or a seizure disorder

e Presence of severe psychiatric symptoms (e.g., hallucinations, psychosis,
delirium)
Pregnancy®

e Inability to take oral medication

In cases of severe withdrawal, acute or emergent care may also be appropriate. If
an individual is experiencing severe psychiatric symptoms, admission to a psychi-
atric unit may be appropriate.

PWLLE Insights

Members of the PWLLE committee agreed with the scenarios requiring
referral to inpatient care listed above, but expressed concern about barriers
to accessing withdrawal management.

d Clinicians may connect with their regional health authority’s withdrawal management triaging
service (e.g., Access Central) for patient assessment and connection to inpatient withdrawal
management. If case-based support is needed, consider consulting the 24/7 Line.
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Managing Benzodiazepine
Withdrawal

8.1 Approaches to Avoid

Certain interventions can increase the risk of harm or complicate the management
of benzodiazepine withdrawal. The following approaches should be avoided when
managing benzodiazepine withdrawal:

e Abrupt discontinuation of any benzodiazepines
o Prescribe a benzodiazepine taper when appropriate
e Continuing prescription of benzodiazepines at a therapeutic dose long-
term (>4 weeks)
o Case reports generally describe benzodiazepine tapers for this indi-
cation as lasting less than 1 week
Unsupervised benzodiazepine withdrawal
e Increasing opioid doses as a response to benzodiazepine withdrawal symp-
toms during acute benzodiazepine withdrawal
o Unless a new therapeutic dose is clinically indicated for the man-
agement of OUD
= Note: Determining when a new therapeutic dose of opioids
is clinically indicated is challenging in this context due to
overlapping symptoms of benzodiazepine and opioid with-
drawal. Clinical judgement should guide decision-making
e Prescribing stimulants
o Unless there is a pre-existing community prescription for an indi-
cated psychiatric condition

8.2 General Management Approach for Benzo-
diazepine and Opioid Withdrawal

Managing individuals experiencing co-occurring benzodiazepine and opioid with-
drawal requires a comprehensive and careful approach. The following guidance out-
lines key strategies for treatment, focusing on appropriate levels of care, symptom
relief,and clinical monitoring. This guidance is primarily for inpatient settings, though
some elements may be adapted for outpatient management when necessary.
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8.2.1 Assessment and Initial Considerations

Preliminary data from a survey of physicians suggest that clinicians have noted an increase in
atypical withdrawal presentations among individuals with OUD who are using unregulated fen-
tanyl since 2016.2 These cases often involve more intense symptoms and greater challenges in
managing opioid withdrawal, with buprenorphine appearing to be less effective.?* This evolving
clinical landscape underscores the importance of careful assessment and individualized man-
agement approaches when addressing co-occurring benzodiazepine and opioid withdrawal. Key
considerations for assessment and clinical management include:

e Refer to Section 7: Determining Appropriate Level of Care for Individuals Experiencing
Benzodiazepine and Opioid Withdrawal for guidance on selecting the appropriate level of
care prior to initiating management

e In cases of acute withdrawal from multiple substances, starting with OAT and/or a
short-acting mu-opioid receptor agonist to alleviate withdrawal symptoms is advised

o Ifsymptoms of withdrawal resolve, it may indicate that the individual is not current-
ly experiencing benzodiazepine withdrawal

8.2.2 Monitoring and Symptom Evaluation

Inpatient management is the preferred approach for individuals experiencing, or suspected to
be at high risk of experiencing, benzodiazepine and opioid withdrawal. The following guidance is
appropriate for inpatient settings, though some elements may be adapted for outpatient man-
agement if inpatient care is not available. If prescribing benzodiazepines for outpatient with-
drawal management, clinicians should be well-experienced in managing benzodiazepine with-
drawal and be able to closely monitor and support patients. Clinicians are strongly encouraged
to connect to their regional health authority’s withdrawal management triaging service (e.g.,
Access Central) for patient assessment and connection to inpatient or outpatient withdrawal
management; where inpatient care is not available or feasible, the 24/7 Line can also provide
case-based support.

Monitoring and assessment:

e Consider using the CIWA-B for withdrawal monitoring
o Note: Due to overlapping symptoms, it is challenging to distinguish between
benzodiazepine and opioid withdrawal. Careful attention is required to assess the
severity of each, as treatments for benzodiazepine and opioid withdrawal differ
o Although the CIWA-B was the tool endorsed through the Delphi consensus pro-
cess, many organizations use the CIWA-Ar in practice due to greater familiarity
with the tool

Medication management:

e If benzodiazepine withdrawal is suspected, benzodiazepines may be administered on an
as needed (PRN) basis or according to a tapering schedule
o See Table 3 for a PRN schedule based on CIWA-Ar scores

» The PRN schedule presented in Table 3 is derived from health authority pro-
tocols utilizing the CIWA-Ar. Health authorities or clinics seeking to develop a
protocol based on the CIWA-B should base it on clinical expertise and practice

» There may be an anecdotal tendency for patients to be scored inappropriately
using the CIWA-Ar or CIWA-B when assessing benzodiazepine withdrawal.
When using these tools, they should be applied alongside other clinical
assessments and clinical judgement to ensure accurate assessment of benzo-
diazepine withdrawal
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o See Table 4 for sample tapering schedules
o These schedules are derived solely from expert clinical judgment and current prac-
tice,and should be used with clinical judgmentand consultation, when appropriate
e Consider adding in gabapentin or clonidine (non-benzodiazepine adjuncts)
o Note: These medications are not recommended as monotherapy for benzodiaze-
pine withdrawal, but may be appropriate for managing other isolated symptoms
the patient may experience

PWLLE Insights

Members of the PWLLE committee had varying experiences with gabapentin
as an adjunct medication, with some finding it exacerbated mental health
concerns (e.g., anxiety, suicidal thoughts), while others found it incredibly
helpful for managing a benzodiazepine taper.

Previous patient experiences with non-benzodiazepine adjunct medications, whether positive or
negative, may help inform clinical decision-making.

Table 3. CIWA Scoring and Benzodiazepine Dosing

A PRN schedule based on the CIWA-Ar protocol for alcohol withdrawal follows. While this protocol
is evidence-based and well-established for managing alcohol withdrawal, it is being used for a dif-
ferent clinical purpose based on clinical experience that suggests the CIWA-Ar is a useful tool for
guiding the management of benzodiazepine withdrawal. The CIWA-Ar should be used with clin-
ical judgement and consultation as appropriate. Opioid withdrawal symptoms can impact CIWA
scores; therefore, CIWA assessments should only be conducted alongside appropriate treatment
for any underlying opioid withdrawal and, ideally, by health care professionals with experience in
the assessment and management of substance withdrawal.

Benzodiazepine Reassess

Diazepam Lorazepam

Maximum total 24h Maximum total
dose: 60mg 24h dose: 6mg

0to9 No medication Every hour for 3 hours, then every 4 hours for
12 hours, then every 8 hours until 144 hours
(6 days) has passed since last unregulated
opioid and/or benzodiazepine use

10t0 19 10mg by mouth 1mg PO Every hour until CIWA-Ar score is below 10
(PO)
20 ormore  20mg PO 2mg PO Every hour until CIWA-Ar score is below 20

Note: Treatment goal is CIWA-Ar score below 10 and light sedation (briefly awakens—10 sec-
onds or less—with eye contact to voice)

Note: If reqular scheduled benzodiazepine dose and CIWA-Ar dose are due at the same time
and CIWA-Ar score is 19 or less, administer regular scheduled dose only and reassess CIWA-Ar
score in 1 hour. If regular scheduled dose and CIWA-Ar dose are due at the same time and the
CIWA-Ar score is 20 or more, administer regular dose with CIWA-Ar dose and continue with
hourly assessments.
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Table 4. Sample Benzodiazepine Taper Schedules

The following 2 sample benzodiazepine taper schedules are intended for inpatient settings.
These following schedules are based on expert opinion only and should be used with clinical
judgment and consultation, when appropriate.

Day Benzodiazepine Dosing Schedule Example 1 Dosing Schedule Example 2

1

2
3
4
5

10mg 3 times OR 4 times per

day 10mg 3 times per day

Diazepam 10mg 2 times per day OR

10mg 2 times per day
5mg 2 times per day

5mg 1time per day 10mg at bedtime

Note: Hold scheduled benzodiazepine doses if the respiratory rate is <10 OR difficult to rouse

Note: The starting dosage (whether 3 times a day or 4 times a day) and speed of the taper
should be determined based on setting and clinical judgment. Some individuals may do well
with 1 day at each dose, while others may do better with 2 days at each dose. In this example,
diazepam may be administered either intravenously or PO.

Additional considerations:

Implement additional management strategies to address delirium or psychosis, if either
develop

Ensure psychosocial supports are available

Assess response to treatment regularly to inform ongoing care decisions

Consult with an addiction medicine specialist (e.g., 24/7 Line) if uncertain, and refer to a
more intensive level of care (e.g., ICU, emergency room) if clinical instability is observed

8.3 Assessing Progress of Treatment for Benzodiaze-
pine Withdrawal

Effective management of benzodiazepine withdrawal requires regular monitoring and frequent
clinical re-assessment to track the progress of treatment and to adjust care as needed. The fol-
lowing can be used as part of ongoing monitoring to track the patient’s response to treatment and
ensure that symptoms are appropriately addressed.

Conduct assessment of withdrawal symptoms using the CIWA-Ar or CIWA-B when indi-
cated
Conduct a physical examination
Discuss symptom tracking with patients to support self-reporting of emerging or persist-
ing symptoms
Prescribe PRN medication, as appropriate

o Adecline in use may indicate symptom resolution, while an increase may suggest

a need to adjust scheduled doses
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8.4 Patient Education

Patient education is a critical component of managing benzodiazepine withdrawal. Before start-
ing benzodiazepine withdrawal management, offer education to individuals about the expected
symptoms, timelines, and treatment options to help prepare them and support engagement with
the treatment plan. Before initiating management of withdrawal, health care providers should dis-
cuss the following key points with the patient:

e Symptom changes and timelines: Describe the different phases of benzodiazepine with-
drawal (initial, secondary, and potential tertiary long-term). Discuss how co-morbid condi-
tions may impact management, and explain how health care providers monitor withdrawal
progression and treatment response

e Management options: Provide reassurance that benzodiazepine withdrawal can be man-
aged, present options for symptom management, and explain how these approaches can
improve benzodiazepine withdrawal symptoms
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Continuing Care

Following initial withdrawal management, most individuals will benefit from ongo-
ing support to ensure sustained recovery and to address post-withdrawal symp-
toms. The following considerations can help guide continuing care:

e Community-based support: Individuals may require continued support
over the following days or weeks
o Explain post-acute withdrawal symptoms and strategies for manag-
ing them to the individual
e Continued use: Offer education on the additional risks associated with
continued benzodiazepine use
e Follow-up: Encourage patients to follow up regularly with their health care
team. Support patients to reflect on their withdrawal experience to identify
what worked well and what did not
e Ongoing OAT: Ensure individuals are connected to a community-based
OAT prescriber if OAT was initiated during withdrawal management

9.1 Harm Reduction

Harm reduction strategies play a key role in supporting individuals who continue
to use substances following withdrawal management. The following points outline
essential harm reduction approaches and education to help reduce the harms as-
sociated with unregulated substance use:

e Encourage individuals to actively use and engage with available harm re-
duction services and strategies
Review the state of the local unregulated drug supply with the patient
e Clinicians should remain informed about local drug alerts and trends (e.g.,
benzodiazepines in the unregulated drug supply) to be able to inform pa-
tients about the supply
e Counsel patients on the risks associated with using unregulated opioids
and provide information on safer substance use strategies
e Provide information on the availability of benzodiazepine test strips and
drug checking services, if accessible locally
o Discuss limitations of benzodiazepine test strips in detecting new ben-
zodiazepine analogues and the potential for false negative results
e Discuss the ineffectiveness of naloxone in reversing benzodiazepine poi-
soning
o Highlightthat naloxone remains effective for treating opioid poison-
ing, including in situations involving benzodiazepine-adulterated
opioids, and should always be administered in cases of suspected
opioid poisoning
e Discuss and share resources that can support individuals using substanc-
es from the unregulated drug supply (e.g., Lifeguard app)
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Appendix

Appendix 1: Comparison of Benzodiazepine
and Opioid Withdrawal Symptoms

This table is intended as a guide to help clinicians identify benzodiazepine and
opioid withdrawal symptoms. Patients may not display all of these symptoms,
and the approximate timing of when withdrawal symptoms occur may change as
the dominant benzodiazepine adulterant in the unregulated drug supply changes.

Note: The purpose of this table is to support identification of benzodiazepine
withdrawal during co-occurring opioid withdrawal. Presence of opioid-specific
withdrawal symptoms does not indicate absence of benzodiazepine withdrawal.

Table 5: Benzodiazepines and Opioid Withdrawal

Factor or Symptom

Opioid Withdrawal

Benzodiazepine Withdrawal

Onset since last unregulated
opioid use

Within 12 hours

Benzodiazepine-specific
symptoms: 1-5+ days

Therapeutic opioid doses
(note: will improve shared
symptoms)

Will improve

Will not improve benzo-specific
symptoms

Benzodiazepine doses
(note: will improve shared
symptoms)

Will not improve opi-
oid-specific symptoms

Will improve

Tactile Disturbances Never Yes, benzodiazepine-specific*
Hallucinations Never Yes, benzodiazepine-specific*
(note: psychiatric causes tend to (tend to be visual, not auditory)
be auditory)

Paresthesia Never Yes, benzodiazepine-specific*
Photophobia Never Yes, benzodiazepine-specific*
Disorientation or confusion Occasional Yes, benzodiazepine-specific*
Postural or intension tremor Never Yes, benzodiazepine-specific*
Seizure Never Yes, benzodiazepine-specific*
Paranoia Never Yes, benzodiazepine-specific*
Catatonia Never Yes, benzodiazepine-specific*

Hypertension

Possible, tends to be minor

Yes, can be severe

Agitation Possible Yes
Insomnia Yes Common
Diaphoresis Yes Yes

Tachycardia

Possible, tends to be mild

Yes, can be severe

Tachypnea Possible Possible

Anxiety Yes Common, may be severe
Nausea or vomiting Common Common

Diarrhea Yes, opioid-specific* Never

Rhinorrhea Yes, opioid-specific* Never

Piloerection or goosebumps Yes, opioid-specific* Never

Yawning Yes, opioid-specific* Never

Myalgias Yes, opioid-specific* Never

"In the context of comparing opioid and benzodiazepine withdrawal; does not account for other
substance withdrawal syndromes or medical causes of that symptom. Use clinical judgement to
consider the entire clinical picture.

This table has reproduced with gratitude from Island Health. The contents of this

table do not represent findings from the Delphi study.
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Appendix 2: Co-occurring Benzodiazepine and
Opioid Withdrawal Management Step-wise Summary

1. Assess risk of benzodiazepine withdrawal

Risk factors:

« Daily or higher-volume use of the unregulated opioid supply

« Intentionally seeking benzodiazepines from the unregulated
opioid supply

« Abruptly cut off from the unregulated drug supply

« History of severe or complicated alcohol withdrawal

« Predisposition to seizures

« Does not use drug checking services

« Other medical/psychological conditions

Questions to ask include:

o Are you using substances from the unregulated drug
supply?

« How often do you use?

« How long can you go without using?

« When was the last time you used substances from the
unregulated drug supply?

« Have you previously experienced benzodiazepine
withdrawal?

« Does this withdrawal feel different from past opioid
withdrawal?

2. Diagnose benzodiazepine withdrawal using DSM-5-TR criteria

Additional assessments that may inform the diagnosis

« Neurological evaluation (loss of consciousness and
orientation)
« Urine drug testing (with limitations)

3. General management approach

« Determine whether in-patient care is required®

o Start with OAT as indicated

« Consider PRN benzodiazepine use with careful assessment
and monitoring in acute care

« Use a tapering strategy for PRN benzodiazepines

« Consider gabapentin or clonidine as adjuncts

« Consider including CIWA-B or CIWA-Ar monitoring

! In-patient care is typically recommended for
co-withdrawal management.

include: « When did your symptoms start?
« CIWA-B « Have you had similar symptoms in the past and did they
« Vital signs go away when you used benzodiazepine-adulterated

Questions to ask include:

opioids?

« Are you experiencing insomnia or changes in your sleep
patterns?

« Are you experiencing sensitivity to light or sound?

« Do you have a history of seizures or brain injury?

Approaches to avoid:

o Abrupt discontinuation of benzodiazepines
o Prescribing stimulants

« Long-term benzodiazepine prescribing

« Unsupervised withdrawal
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