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Abstract: Opioid use disorder is a frequent cause of suffering to communities worldwide.
Therapeutic approaches to opioid use disorder include screening, appropriate assessment and
diagnosis, consideration of level of care, acute management of overdose or withdrawal,
treatment with medications, psychotherapeutic approaches, and community support. People
who struggle with addiction to opioids often suffer deeply from direct and indirect con-
sequences of use. Subsequently, it is critical that all medical providers understand the
appropriate treatment options for opioid use disorder. This paper provides a comprehensive
overview of the therapeutic options available for treatment of this chronic disease.
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medication-assisted treatment

Introduction

Opioid use disorder (OUD) is a leading cause of suffering to communities through-
out the world. Opioids include all substances which activate opioid receptors in the
brain and body. Addiction-related problems can arise from both the use of illicit
opioids like heroin as well as the misuse of prescribed opioid medications like
morphine. OUD is a disease characterized by loss of control of use, cravings for
continued use, use despite negative consequences, development of tolerance, and
withdrawal symptoms. Therapeutic approaches to OUD include screening, engage-
ment, appropriate assessment, diagnosis, consideration of level of care, acute
management of overdose or withdrawal, treatment with medications, psychother-
apeutic approaches, and community support.'

Screening and Engagement

Outside of treatment seeking or self-referred patients, initiation of treatment for
OUD often depends on successful screening within primary care settings or emer-
gency departments. There is significant stigma and shame surrounding addiction
which causes many patients to avoid asking for help. Effectively engaging patients
who struggle with OUD requires empathic, non-judgmental approaches. Miller and
Rollnick, the founders of motivational interviewing, describe an underlying spirit or
mindset of partnership, acceptance, compassion, and evocation.* There are several
helpful screening tools which can be integrated into various care settings. Routine
screening for substance use disorders (SUD) in general medical settings helps to
normalize addiction as a health issue.” Screening questionnaires facilitate the first
step in identifying the potential need for additional assessment to properly guide
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treatment planning. When screening for OUD, it is critical
to consider co-occurring medical and psychiatric condi-
tions. OUD frequently develops in people suffering from
chronic pain, depression, anxiety, suicidal ideation, and
vice versa.”® Depending on use practices, people who
inject or insufflate opioids are at increased risk of con-
tracting HIV/AIDS and HCV. Furthermore, people with
OUD commonly have a history of hazardous use of multi-
ple other substances.” Screening for and treating these
interrelated issues provides people with the best chance
of recovery.®

Diagnosis

A diagnosis of OUD is made by taking an inventory of the
symptoms and the related distress or impairment. In the
US the American Psychiatric Association’s Diagnostic and
Statistical Manual of Mental Disorders, 5th Edition (DSM-
5) sets forth 11 criteria to be assessed over a 12-month
period. These include using more than intended, attempts
to stop using, extensive time spent using or obtaining the
opioid, cravings, not meeting responsibilities due to use,
relationship problems, giving up activities, use in risky
situations, continued use despite emotional or physical
consequences, tolerance build up, and withdrawals.
DSM-5 delineates mild as having 2-3, moderate as 4-5,

and severe as 6 or more criteria within 12 months.’

Level of Care Assessment

Once an OUD is identified, it is useful to assess for the
appropriate level of care (ie, detox, outpatient, inpatient,
medical hospitalization). The American Society of
Addiction Medicine (ASAM) criteria provide a useful con-
ceptual framework in developing efficient treatment plans
for SUDs. These criteria parallel the commonly utilized
biopsychosocial model. The ASAM criteria are widely
used in assessing patient care needs for addiction and co-
occurring disorders. There are 6 dimensions within the
ASAM criteria to guide the determination of where and
how to best support patients struggling with addiction. The
first dimension evaluates intoxication and withdrawal
potential. The second dimension considers biomedical
conditions. The third dimension accounts for emotional,
behavioral, or cognitive conditions. The fourth dimension
assesses readiness to change. The fifth dimension looks at
relapse or continued use potential. The sixth criteria takes
an inventory of the individual’s recovery environment.'’
In the following sections, we follow the conceptual frame-
work of the ASAM criteria to discuss treatment of OUD.

Overdose Reversal

The first step in the therapeutic approach to OUD is
assessing the level of intoxication and withdrawal risk.
For OUD the most immediate clinical concern is for
potential overdose and respiratory suppression. If an
opioid-related overdose is suspected, then naloxone is the
first-line treatment. Naloxone is a life-saving medication
which acts as an antagonist at the mu-opioid receptor to
rapidly reverse an opioid-related overdose. Naloxone is
increasingly present in various medical treatment facilities,
is prescribed to patients when overdose risk is present, and
is becoming more widely available to the public given its
relative benign safety profile. The analogy of a fire extin-
guisher is often used to describe the importance of having
naloxone on-hand, as one keeps naloxone readily available
for emergencies but hopes never to have to use it.
Naloxone is frequently administered as either an intramus-
cular injection or nasal spray. It is important to note that
naloxone has a relatively short half-life of 30—60 minutes
which may not outlast the underlying offending opioid and
thus may require repeat administration. If naloxone is
needed for an overdose outside of the hospital setting,
then in most cases emergency medical response systems

should be activated for further support.'' '

Withdrawal Management

Withdrawal from opioids is often dismissed as non-lethal
and, while this is mostly accurate, this can contribute to an
underappreciation of the distress involved and subsequently
lead to underutilization of readily available medications.
Treatment of opioid withdrawal can be accomplished either
directly with opioid agonist medications or indirectly with
non-opioids frequently referred to as “supportive” or “com-
fort” medications. Opioid agonists commonly used in the
treatment of opioid withdrawal are also used in OUD treat-
ment (ie, methadone and buprenorphine). Agonist treatment
is very effective for opioid withdrawal, however, regulatory
barriers to prescribing often limit their use in practice (see
medication assisted treatment section of this review). Non-
opioid medications target the symptoms of opioid withdra-
wal and are typically selected for their more favorable
safety profile and lower level of regulatory or controlled
status compared to opioid agonists. A standard component
is clonidine, the alpha 2 adrenergic agonist, which is given
to reduce the noradrenaline mediated elements of withdra-
wal including body aches, diaphoresis, tremors, and ele-

vated blood pressure. Another frequently prescribed
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comfort medication for opioid withdrawal is the antidepres-
sant trazodone, which serves as a sleep aid to address with-
drawal induced insomnia. For withdrawal-related GI upset,
loperamide is an option which activates enteric opioid
receptors without being otherwise absorbed. Finally, people
experiencing opioid withdrawal frequently have significant
restlessness and physical anxiety which can be partially
alleviated by the antihistamine hydroxyzine.'>'® See
Table 1 for a summary of supportive medications for opioid
withdrawal.

Comorbid Conditions

In further assessing the appropriate level of care for OUD,
the presence and severity of medical comorbidities will
influence where and when treatment can safely and effec-
tively take place. Medically unstable patients with OUD
will first require acute stabilization. Similarly, the type and
degree of co-occurring mental health conditions should
guide the practitioner in developing efficient care plans.
Most directly, if there is active suicidal ideation then safety
planning must be prioritized, and the patient may need
inpatient psychiatric treatment prior to addiction treatment.
Beyond acute medical and psychiatric issues, patients ben-
efit from simultaneous management of comorbid condi-
tions such as chronic pain, depression, and anxiety along

with the opioid use disorder.>* !

Readiness to Change, Relapse Potential,
and Recovery Environment

Ultimately for the care plan to be effective, the type of
treatment must also be matched to the patient’s level of
motivation and desired treatment focus. Consideration must
also be given to risk of relapse or continued use in the

Table 1 Nonopioid Withdrawal Medication Options

patient’s current environment. Motivated patients with high
relapse risk in their current living circumstances and/or failed
attempts to quit with outpatient treatment may benefit from
more intensive treatment settings such intensive outpatient
programs or inpatient residential rehabilitation programs.
These higher levels of care may not always be available, or
the patient may not be willing to engage with them.

Overview of Interventions

The most widely available therapeutic setting for the treat-
ment of OUD is the primary care clinic. There is growing
support for general practitioner office-based management of
OUD utilizing buprenorphine, also frequently referred to as
office-based opioid treatment (OBOT).'® However, in paral-
lel to this there are dedicated substance use disorder specialty
practices utilizing medications for OUD commonly known
as medication assisted treatment (MAT) that can assist with
the more complicated patients. Of critical importance is the
referral to psychotherapy for people receiving treatment
MAT for OUD, especially when considering the frequency
of underlying trauma, anxiety, and depression. There are
multiple evidenced-based talk therapy and counseling
options which should be encouraged in supporting recovery
from opioid use disorders. A somewhat unique paradigm of
recovery from the disease of addiction is the existence of
robust community-based approaches, including peer-support
meetings, therapeutic housing, and treatment “drug” courts.

Medications Assisted Treatment
(MAT)

When an OUD is identified and there are plans in place for
appropriately managing active intoxication or withdrawal,
then consideration should be given to medication treatment.

Medication (Dosage) Mechanism

Adverse
Effects

Withdrawal Symptom

Clonidine (0.05mg—0.2mg PO q 4-6 | Alpha 2 adrenergic agonist

Body aches, sweats, tremors, Hypotension

hours) elevated BP

Trazodone (50-100mg PO ghs) Antagonist at 5SHT2A, (H1) alpha | adrenergic Insomnia Morning
receptors grogginess

Loperamide (2—4mg PO q 4—6 hours) | Enteric opioid receptor agonist Gl upset Constipation

Hydroxyzine (25-50mg PO q 4-6
hours)

Antihistamine

Restlessness, itching, anxiety Dry mouth

Abbreviations: OUD, opioid use disorder; mg, milligrams; PO, oral intake; GI, gastrointestinal; q, “quaque” or “per”; ghs, bedtime; 5HT2A, (HI), serotonin receptor

subtype; BP, blood pressure.

International Journal of General Medicine 2021:14

2307

Dove:


https://www.dovepress.com
https://www.dovepress.com

Carley and Oesterle

Dove

There are three primary US FDA approved and WHO recom-
mended medications for OUD: buprenorphine, naltrexone,

and methadone."”

Buprenorphine

Buprenorphine is a partial mu opioid receptor agonist with
a high binding affinity and a long duration of action.”® Studies
comparing maintenance opioid agonist buprenorphine treat-
ment to tapering and discontinuing the buprenorphine show
lower rates of relapse in the buprenorphine maintenance
groups.”’ Moderate to severe opioid use disorder can be
effectively and safely managed with buprenorphine mainte-
nance in most cases.”> When prescribing buprenorphine, it is
important to be aware of the potential for precipitated with-
drawal. Precipitated withdrawal occurs when a full mu opioid
receptor agonist is present and buprenorphine’s high binding
affinity displaces the full agonists causing a rapid drop in the
mu receptor activation from full to partial.>> The key is to wait
to start buprenorphine until moderate withdrawal symptoms
are present. The amount of time from last use to moderate
withdrawal varies depending on half-life of the opioid. The
level of withdrawals can be quantified using a scale such as the
clinical opioid withdrawal scale (COWS) which gives a score
range of 13—24 for moderate withdrawal.>* There is evidence
to support similar outcomes for unobserved “at home” induc-
tions compared to in office inductions.”>*° However, an in-
office induction is ideal, especially for higher risk patients such
as those with significant medical and psychiatric comorbidity.
An in-office induction allows a person to be professionally
assessed for withdrawals and then monitored by trained staff
to determine further dosing.**~° The common daily dose for
buprenorphine ranges from 2mg to 24mg daily, with the most
frequently effective dose being between 12-20mg daily.
A frequently prescribed initiation dose is 4mg once in moder-
ate withdrawals, with the option of taking another 4mg if
needed for a total of 8mg on the first day.*' There is value in
rapidly titrating the dose to prevent relapse back to more
hazardous opioid use. Doses above 16-20mg have some
diminishing additional benefit as the mu opioid receptors
occupied do not increase dramatically beyond 16mg. One
significant benefit of buprenorphine’s partial agonist mechan-
ism is the resultant ceiling effect which significantly reduces
the risk of overdose on buprenorphine.** Typically 1-week
supplies are given to start which allows for balance between
flexibility and accountability. At follow up, lab testing is
conducted typically with urine screening to both confirm the
patient is taking the medication and to demonstrate cessation
of the more problematic opioid. As patients report reduction in

addiction related problems, then the buprenorphine prescrip-
tions and lab monitoring can be extended out up to 30 days.*’
Prescription durations are often gradually extended in
a stepwise fashion from 1 week to 2 weeks to 3 weeks to 4
weeks to allow for more frequent safety monitoring early in
treatment. The extent of screening process and frequency of
monitoring should be weighed against the value of removing
barriers to treatment in order to reduce relapses and overdoses
on more harmful opioids.33 One of the primary leverage points
when working with buprenorphine is the duration of prescrip-
tions. Subsequently, when there are acute safety concerns or
significant non-adherence to treatment recommendations, then
the duration of the prescription can be shortened until the
prescriber determines it is appropriate to extend again. This
is commonly done when the lab testing shows high risk sub-
stance use in combination with the buprenorphine such as
benzodiazepines, alcohol, methamphetamine, or high-
potency opioids such as fentanyl. When it comes to tapering,
patients and prescribers often desire to taper off more quickly
than what the available evidence indicates is safe. Initially,
providers should focus on establishing a consistent mainte-
nance dose that establishes sobriety. Studies looking to evalu-
ate the

buprenorphine have consistently found that longer mainte-

ideal duration of medication treatment with

nance periods improve outcomes.’* In some countries, such
as Norway, the approach to buprenorphine treatment of OUD
is a lifelong recommendation.’> So at the onset, a useful
approach is to plan for “as long as needed” which can be
reassessed and individualized over time. Individuals that have
opted to transition off buprenorphine due to side effects,
should be offered naltrexone or methadone.

Naltrexone

A second widely available and frequently prescribed medica-
tion for OUD is long-acting injectable naltrexone. Naltrexone
is a mu opioid receptor antagonist which is started orally once
daily and if tolerated then is converted to the long acting
injectable once monthly form. This treatment is sometimes
preferable for individuals who are determined to completely
avoid treatment with opioid agonists like buprenorphine and
methadone. This medication does not lead to the physiologic
dependence developed on opioid agonists like buprenorphine
and methadone. However, in order to start naltrexone an
individual must go through supported withdrawal in order to
avoid a precipitated withdrawal. Oral initiation of naltrexone
confirms tolerability and then the recommendation is conver-
sion to the long acting injectable which has better evidence of
efficacy for preventing relapse back to problematic opioid use.
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The evidence shows that once patients are through the more
difficult induction process and have established regular use
then the benefits of long-acting injectable naltrexone are com-
parable to buprenorphine treatment. Naltrexone is not a good
option for individuals who are prescribed any opioid medica-
tions or for those who might be expected to be prescribed

opioids in the foreseeable future.**’

Methadone

A third commonly utilized medication for OUD is metha-
done. Depending on the country and regulatory environ-
ment in which a practitioner is working, methadone may
be restricted to specialized clinics. Methadone is a full mu
agonist with a long duration of action. As a full agonist,
methadone has increased risk of over sedation and over-
dose. Additionally, methadone carries an increased risk of
cardiac arrhythmias and medication interactions. With
buprenorphine’s more favorable safety profile, methadone
is now often reserved for individuals for whom buprenor-
phine does not work. However, it is worth recognizing that
methadone has been utilized since the 1960’s with clearly
demonstrated success in treating severe opioid use disor-
ders. Like buprenorphine, the medical and social stability
provided by methadone in reducing problematic opioid use
and related behaviors significantly improves overall health
and wellbeing. When methadone is prescribed, it is started
with low doses of 10-30mg and increased gradually with
close monitoring. The effective dose range for methadone
is around 80—120mg daily. While methadone is sometimes
used for short-term tapers as a part of medically managed
withdrawal protocols, outcomes are better with longer

durations of maintenance treatment.>®™*!

Psychotherapy

In parallel to consideration of appropriate medication
treatment of OUD, there are multiple evidence-based psy-
chotherapy approaches to recommend including cognitive
behavioral therapy (CBT), motivational enhancement ther-
apy (MET), contingency management (CM), and 12-step
facilitation. CBT is the most widely researched form of
psychotherapy and its systematic evaluation of thoughts,
feelings, and behaviors has been successfully applied to
support relapse prevention. Motivational enhancement
therapy is the manualized form of motivational interview-
ing’s collaborative, empathic approach to supporting indi-
viduals’ own desire to change. Contingency management
effectively incentivizes sobriety by providing rewards for
appropriate urine drug screen results. 12-step facilitation is

built on the 12 steps of alcoholics anonymous (AA) and
centers around active peer support and a spiritual process.
There are of course many additional forms of individual
and group-based psychotherapy to support recovery from
OUD. Ultimately, it is helpful to have a basic working
knowledge of some of these approaches in order to both
incorporate aspects into clinical encounters and to make

informed referrals for continued treatment.****

Community Support

An important element of the therapeutic approach to OUD
is the recommendation for patients to engage with com-
munity support. This is a somewhat unique paradigm of
recovery from the disease of addiction; however, it is not
all that different from the support groups that exist for
other chronic diseases. There are robust community-based
resources including peer-support meetings such as narco-
tics anonymous, alcoholics anonymous, smart recovery,
and celebrate recovery. All of these are now increasingly
available in online formats.>*>*’

Another important element of recovery from OUD is
therapeutic housing, which includes “sober living” or
“half-way” houses and apartments. Many people in recov-
ery from OUD find this type of housing to be a valuable
tool for additional accountability and social support.

Finally, most local laws subject people who struggle
with OUD to criminalization for possession with subse-
quent social and financial consequences. Legal burdens
and criminalization of people already struggling with
addiction can worsen outcomes. In some places, people
arrested for possessing or using controlled substances are
sentenced instead to treatment courts which are also
known as “drug” courts. This approach incentivizes sobri-
ety and treatment engagement with the goal of rehabilita-
tion and recovery rather than incarceration.*®

Special Populations

There are a handful of particularly challenging OUD
patient presentations ideally referred to an addiction spe-
cialist. These include pregnant patients, adolescents,
patients with chronic pain and patients on MAT requiring
acute pain relief.*® In pregnancy, methadone has been the
mainstay for several decades but more recently buprenor-
phine has shown significant promise, whereas naltrexone
or detoxification of pregnant women with OUD is not
recommended.*’ In adolescents, medications are recom-
mended for severe OUD; however, the evidence is quite
limited.’® In the setting of co-occurring chronic pain,
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methadone and buprenorphine may be preferable to nal-
trexone but even naltrexone is a viable option in the right
circumstances.”' Finally, for patients requiring surgery or
acute pain relief while on MAT, there are several options
including temporary discontinuation, lowering or continu-
ing the medication. Once again, this circumstance requires
close coordination with an expert in addiction treatment
and the other providers participating in the care.>?

Conclusion

Ultimately, people who struggle with addiction to opioids
suffer deeply from direct and indirect consequences of use.
These individuals often come from difficult circumstances
prior to developing an OUD, with various social, medical
and psychiatric challenges. Subsequently, the suffering in
these individuals’ lives deeply impacts the families and
communities around them. The privilege to care for OUD
patients rests on the shoulders of all medical professionals.
Thus, strengthening our knowledge of this illness and its
treatments is critical. When aware of the disease and the
ways to approach it, we can compassionately make pro-
gress in relieving at least a portion of this suffering.
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