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Introduction

A growing concern regarding illicit drug use among vulnerable youth has
emerged in Iran.

Opium is the most common opioid of use, followed by heroin, crack heroin, and
prescription opioids. In a national survey among students of 6 to 12th grades
in 10 provinces of the country, the prevalence of the life- time, last year, and last
month opium use was 2.5%, 1.5%, and 0.9%, respectively.

Especially vulnerable children, who live or work in streets, are expected to be
particularly at risk of drug use disorders. The prevalence of current opioid use is
reported in the range of 1.3% to 9% among street children in Iran.

(Amin-Esmaeili, et al., 2016; Mohammadkhani, et al., 2011; Ahmadkhaniha, et al., 2014)
2/17/22



8/04/21



2/17/22



Introduction

Initiation of opioid misuse commonly occurs through the use of prescription
opioids. Within the current opioid epidemic, among those with a history of
heroin use, most report their first opioid exposure being a prescription opioid.

The 2017 National Survey on Drug Use and Health reports that, daily, an average of 886
youth aged 12-17 years and an average of 1273 youth aged 18-25 years initiate use of
prescription medications. For heroin use, the average number of youth who initiated use
each day was 25 and 126 persons ages 12-17 years and 18-25 years, respectively.

In response to the growing impact of the current opioid public health crisis in
whole the world on adolescents and young adults, psychiatrists and
pediatricians have an expanding role in identifying opioid use early, preventing
escalation of risky use, reducing opioid-related harms, and delivering effective
therapies.

(Muhuri, et al., 2013; Rakville, et al., 2018;Cicero, et al., 2014, Camile, et al., 2020)2/17/22



IDENTIFYING OPIOID USE IN PRIMARY 
CARE SETTINGS 

• Research, expert consensus, and clinical guidelines, including
a position statement from the American Academy of Pediatrics, recommend
screening, brief intervention, and referral to treatment (SBIRT) as a general strategy
and framework for identifying and managing substance use in pediatric primary care
during routine health supervision visits.

• There are numerous validated structured tools that have been used to screen youth
for substance use as part of the SBIRT model.

• Young Adults Should Have Access to a Comprehensive Set of Assessment,
Psychosocial and Pharmacologic Treatment, Harm Reduction, and Recovery
Services Supported by Evidence.

• All young adults with SUD (regardless of readiness for treatment) can benefit from
harm reduction services. Overdose education should include naloxone provision to
all patients who use opioids and their family members.

(Levy, et al., 2016; Carmey et al., 2018; Adams et al., 2018)
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Decision making in treatment of OUD in 
Adolescents

Ø Overall, vast evidence demonstrates that the risks of untreated OUD far 
outweigh the risks of any of the medications that treat OUD;

ü untreated OUD greatly increases the likelihood of unintentional overdose, a portion of 
which can result in death. (National Academies of Sciences, Engineering, and 
Medicine, 2019) 

Ø An alternative to medications for the treatment of OUD is the treatment of 
opioid withdrawal without subsequent medication treatment (detoxification). 

ü Data suggest that this is the most common treatment option utilized by adolescents. 

(DEEPA, et al., 2019) 
2/17/22



Decision making in treatment of OUD in 
Adolescents

Ø A retrospective cohort study of adolescents in a Medicaid database found 
that 76% of adolescents with a diagnosis of OUD received any treatment 
within 3 months of a diagnosis of OUD and only 4.7% of adolescents who 
received treatment were prescribed buprenorphine, naltrexone, or 
methadone. 

Ø Detoxification carries a subsequent risk of overdose and decreased rates of 
retention in care, thus maintenance treatment must be considered as an 
option whenever necessary in this population. 

(Hadland et al., 2018) 
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Comparing MAT with non-medical approaches 
to OUD 

• Early introduction of any medication was associated with better
retention than drug-free approaches; median retention was 123
days in buprenorphine, 150 days in naltrexone, 324 days in
methadone, and 67 days among youths who received only
behavioral health services.

• Medications reduce substance use and cravings, enhance
retention in care, and, in some cases, reduce mortality.

(Deepa, et al., 2019)
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Current research on young adults (18-24) and adolescents 
(under 18) 

Despite this expert recommendation, a review of a database of publicly funded
treatment programs (n=139,092) found that In total, 761 adolescents had a first
treatment admission for heroin use and 2,325 for other opioid use. 26.3% of
adults and 2.4% of adolescents in treatment for heroin received treatment
medications, and that 12.0% of adults and 0.4% of adolescents in treatment for
prescription opioid abuse received treatment medications.

In an observational study (n=552) of youth aged 20-26 who inject drugs, use of
opioid agonist therapies (methadone or buprenorphine) was associated with a
reduction in HCV acquisition among young adults. Youth who had received
non-medication based treatments or detoxification did not show the same
reduction.

(Feder, et al., 2017; Tsuie, et al., 2014)
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Medication Accessibility for Adolescents with an Opioid Use 
Disorder 

• Washington State data show than those ages 18-19 have the shortest time on
buprenorphine of all age groups measured, and that those 20-24 also have
significantly shorter time on buprenorphine than those ages 25-29. Most of the
treatment that adolescents are routed to does not include medication.

v Why is access to evidence-based opioid treatment so difficult for adolescents?

ü There is a dearth of providers that serve youth with OUD.
ü The beliefs and attitudes towards medication for adolescents with OUD stand in the way.

• Medication stigma on the part of providers, the criminal legal system, loved ones, and
adolescents themselves may prevent adolescents from connecting with the treatment.

(Banta-Green et al., 2021; Hadland et al.,2016 ) 2/17/22



Treatment Retention and Engagement 

• A retrospective chart review of individuals aged 14-25 enrolled in an
outpatient treatment setting providing buprenorphine, retention was
45% at 60 days and 9% at one year.

• A systematic review of literature on medication retention in
adolescents and young adults with OUD revealed that younger age
was associated with shorter retention periods.

• A retrospective chart review indicated a buprenorphine retention rate
of 56% at 6 months for people 18–25 years, compared to 78%
among older adults.

(Matson et al., 2014; Viera, et al., 2020; Schuman-Olliier, et al., 2014)
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REDUCING OPIOID-RELATED RISKS IN PRIMARY 
CARE SETTINGS 

• Harm reduction in the primary care setting incorporates practical and
evidence-based strategies that are intended to reduce negative
consequences associated with drug use, while also promoting health and
well-being.

• Harm reduction education is particularly important for youth misusing opioids
because they tend to have riskier use and/or injection practices compared
with older populations.

• They are often less aware of the dangers associated with injection and less
knowledgeable about how to reduce risk for infectious complications.

(Enkines, et al., 2017; Roberts, et al., 2019)2/17/22



Medication Assisted Treatment

There are currently 3 medications used in the treatment of OUD in youth: 

ü extended-release naltrexone

ü Buprenorphine

ü rarely methadone

small youth-focused studies and evidence 
extrapolated from adult data support the use of 
medications in the treatment of an OUD for youth as the gold standard. 

(Connery, et al., 2015; Thomas, et al., 2014)2/17/22



Treatment for Adolescents with an Opioid Use Disorder 

(Michelle Peavy, et al., 2021)2/17/22



Evidence for treatment of OUD in 
Adolescences
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Evidence for treatment of OUD in 
Adolescences

Notably, in 2015 the Vancouver Health Authority issued new clinical practice
guidelines that recommend buprenorphine as a first line treatment for opioid
use dis- order (OUD), including among youth;

Compared to methadone, buprenorphine has been associated with improved
educational and employment outcomes, lower relapse rates, higher therapy
retention rates, lower likelihood of misuse, and lower likelihood of overdose.

a 2017 meta-analysis that included 19 studies of adults with OUD found that
overdose deaths decreased by 70% when individuals were stabilized on
buprenorphine/ naloxone and 80% when stabilized on methadone.

(BC Centre on Substance Use and BC Ministry of Health, 2017; Vancouver Coastal Health, 2017;
Amass, et al., 2004; Bell, et al., 2009; Sordo, et al., 2017) 
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Buprenorphine

When buprenorphine is offered, it is commonly framed as a detox medication with short
stints on buprenorphine focused on tapering off the medication.

Youth prescribed buprenorphine for OUD are more likely to be retained in treatment and
have lower rates of illicit opioid use while taking buprenorphine.

Short-term buprenorphine tapers contradict research findings, which show that longer
buprenorphine treatments yield better results, that is, better treatment retention and less
opioid use.

One randomized trial demonstrated that buprenorphine-naloxone maintenance was 
more effective than buprenorphine- naloxone tapering for opioid-dependent 
adolescents. 

(Pecoraro, et al., 2013; Matson, et al., 2014; Marsch, et al., 2016, Borodovsky, et al., 2018)
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Buprenorphine

There has been one study in which researchers assessed efficacy of a 28- day 
buprenorphine taper when compared with a 28-day clonidine taper (used to 
treat opioid withdrawal symptoms) in a purely adolescent group (13–18 years of 
age), which showed that buprenorphine was superior to clonidine in retention
and reduction of opioid use.

In addition, the receipt of buprenorphine after an opioid overdose was 
associated with decreased all-cause mortality and opioid-related mortality. 

(Marsch, et al., 2005;)
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Buprenorphine

Woody et al, compared 2 different regimens among 152 youth 15 to 21 years of age with 
opioid dependence and found that:
Those youth receiving buprenorphine for 12 weeks (8 weeks of maintenance dosing 
with a 4-week taper off) reported less opioid use at 4 and 8 weeks, less injection drug 
use, and demonstrated retention in treatment compared with youth receiving a 14-day 
taper of buprenorphine. 

In a smaller study, researchers found similar results with youth receiving a 56-day 
buprenorphine taper, demonstrating greater treatment retention and a significantly  
higher percentage of opioid-negative urine test results compared with youth who only 
received a 28-day taper (35% vs 17%). These authors also found that a 2- to 3-times-
weekly attendance requirement was associated with better short-term outcomes when 
compared with a daily attendance requirement. 

(Woody, et al., 2013; Marsch, et al., 2016)
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Buprenorphine

However, Borodovsky et al found overall sufficient evidence for using
buprenorphine as a long-term strategy to treat OUD in youth,
Importantly, detoxification with buprenorphine or methadone has not been
shown to be effective in adults or youth in promoting abstinence beyond initial
stabilization; thus, maintenance with medications is the recommended
approach.

Additionally, there is a promising new formulation of buprenorphine for the
treatment of OUD that may benefit youth because it may overcome adherence
issues found with sublingual daily dosing: buprenorphine extended-release
injection for subcutaneous use.

(Bell, et al., 2006; Matson, et al., 2014, Lafwall, et al., 2018; Haight, et al., 2019)
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Comparison of Buprenorphine and Clonidine

In a study by Motamed et al., 36 adolescents (aged 13 - 18) with opioid
dependence received a 28 day, outpatient, medication-assisted withdrawal with
buprenorphine or clonidine. Patients in this study also took behavioral
counseling. Both heroin dependence and prescription opioid-dependence
adolescents who received buprenorphine experienced notably better
treatment outcomes than those who received clonidine.

In another study , buprenorphine treatment was found to be more effective than
clonidine in controlling opioid withdrawal. However, it lost its superiority
towards the end of the follow-up. It seems that clonidine could be a good
alternative to buprenorphine in detoxification. In the era of individualized
medicine, there is no debate against having multiple evidence-based treatment
options where individual planning can be tailored to patient risks and needs,
instead of using only one of the treatments, it is better to develop a combination
protocol of both methods.

(Motamed, et al., 2008, Firouzkouhi,et al., 2020)2/17/22



Inpatient Opioid Withdrawal Management of Street 
Children and Adolescents in Iran 

Clinical chart abstractions were performed on a sample of 40 serial opioid-
dependent street children and adolescents (mean age: 11.14 ± 3.6 years)
Clonidine, ibuprofen, and hydroxyzine were used for the symptomatic
treatment of opioid withdrawal. In this study, clonidine was initiated at 0.1
mg/per day in two divided doses, and then the dose was increased to 0.4
mg/day given in 2 - 3 divided doses based on the severity of the withdrawal
symptoms on days 2 - 4 following admission. All clonidine doses were delivered
after blood pressure had been controlled, which was indicated by a systolic
blood pressure > 90 mmHg.

The study suggests that inpatient withdrawal management with clonidine,
antihistamines, and non-steroidal anti-inflammatory drugs could be feasible for
and well tolerated by children and adolescents with opioid dependence during
the inpatient period.

(Firouzkouhi, et al., 2016)
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Naltrexone

In a small case series of 16 youth who received extended-release naltrexone 
at an outpatient addiction specialty treatment center, 63% were retained in 
treatment of at least 4 months, and 56% had a “good” outcome (defined as 
having decreased opioid use, improvement in at least 1 psychosocial domain, 
or no new problems due to use.

Monthly naltrexone may be useful for youth without a long history of opioid use 
and those who are able to abstain from opioids to initiate therapy. Additionally, 
for youth who have difficulty with daily adherence to oral medication, such as 
buprenorphine, extended-release naltrexone may be preferred. 

(Mattick, et al., 2014; Camil, et al., 2020)
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The Use of Naltrexone Among Young Adults with 
Opioid Use Disorder 

One study examined the use of Naltrexone among young adults and also relationships
between retention in treatment and 1) family engagement, 2) assertive community
outreach and 3) use of other substances in a sample of youth being treated for opioid
use disorders

Family sessions contributed to increased retention in treatment, evidenced by the
increase in number of injections. More frequent communication resulted in a higher
number of received injections. There is a positive correlation between number of
family sessions and number of doses.

The study showed that most young adults seeking treatment for opioid use disorder are
also using other substances and that the longer they stay in treatment, the greater the
chance of decreasing use of other drugs. The review of 13 studies with 462 young adults
found that Naltrexone is effective in improving treatment retention, extending
abstinence, and preventing relapses in adolescents and young adults with OUD.

(Rozenberg, et al., 2020)2/17/22



The Use of Naltrexone Among Young Adults with 
Opioid Use Disorder 

Seven articles that included 242 adolescents or young adults being treated with 
naltrexone for OUD were identified from the literature.

In summary, naltrexone has shown to be effective in improving treatment retention,
extending abstinence, and preventing relapses in adolescents and young adults with
OUD. As with the studies involving alcohol, naltrexone appeared to be well-tolerated in
participants with opioid use disorders.

(Rozenberg, et al., 2020)
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Summary of studies of naltrexone use in adolescent and 
young adults with opioid use disorders 
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Summary of studies of naltrexone use in adolescent and 
young adults with opioid use disorders 
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Methadone

Methadone is rarely used as a second- line treatment of an OUD in youth. 
Methadone access is restricted to licensed opioid treatment programs and is 
further restricted for youth 16 and 17 years of age. 
Typically, youth, 18 years of age must be pregnant or demonstrate 2 treatment 
failures of detoxification or psychosocial interventions without pharmacotherapy 
to be eligible for treatment with methadone. 

Individual patient characteristics and preferences should be taken into
consideration when choosing a first line opioid agonist treatment. For patients 
at high risk of dropout (such as adolescents and socially unstable patients), 
treatment retention should take precedence over other clinical considerations. 

(Feder, et al., 2017; Hammond, et al., 2016)
2/17/22



Primary care management of opioid use disorders

(Anita Srivastava, et al., 2017) 
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Methadone

In a small retrospective study of 61 youth, methadone was shown to have 
better retention rates compared with buprenorphine. This is a similar pattern 
seen in studies of adult patients; although, at higher doses, both medications 
performed equally well in suppressing illicit opioid use among adults. 

(Bell, et al., 2006; Mattick, et al., 2140)
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Treatment Gap

There are also a number of gaps in the delivery of the mentioned medications to youth
with OUD;
v only 1 in 4 commercially insured youth with an OUD received any pharmacotherapy

to treat their addiction. Specialty treatment programs reported 2.6% of youth 15 to 17
years of age received medications to treat heroin use disorder, compared with 26% of
adults, and only 0.4% of youth received medications to treat prescription OUD
compared with 12% of adults.

v Similarly, ,5% of youth ,18 years of age and approximately one-quarter of young
adults 18 to 22 years of age with Medicaid received medications for OUD within 3
months of diagnosis. Timely receipt of pharmacotherapy to treat OUD has been
associated with greater retention in care, compared with youth receiving only
behavioral services.

v Less than 2% of youth between 13 to 22 years of age received medications for OUD
within 30 days of a nonfatal opioid-related overdose, whereas 30% received
behavioral services. In contrast, 30% of adults received medications for OUD after an
overdose.

(Feder, et al., 2017; Hadland, et al., 2018; Alinsky, et al., 2019)2/17/22



Treatment Gap

Among young adults seeking to enroll in substance use treatment, only 35%
successfully linked to treatment because of stigma and/or discrimination, insurance
barriers, wait lists, and inability to pay. There are also significant racial and sex
disparities, with fewer African American and Hispanic youth as well as females
receiving pharmacotherapy compared with white males.

(Larochelle, et al., 2018)2/17/22



Summary of Selected Studies Reviewed by Expert Panel
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