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Abstract
Opioid use disorder continues to be a significant source of morbidity and mortality in the USA and the world. Pharmacologic
treatment with methadone and buprenorphine has been shown to be effective at retaining people in treatment programs, decreas-
ing illicit opioid use, decreasing rates of hepatitis B, and reducing all cause and overdosemortality. Unfortunately, barriers exist in
accessing these lifesaving medications: users wishing to start buprenorphine therapy require a waivered provider to prescribe the
medication, while some states have no methadone clinics. As such, users looking to wean themselves from opioids or treat their
opioid dependence will turn to alternative agents. These agents include using prescription medications, like clonidine or
gabapentin, off-label, or over the counter drugs, like loperamide, in supratherapeutic doses. This review provides information
on the pharmacology and the toxic effects of pharmacologic agents that are used to treat opioid use disorder. The xenobiotics
reviewed in depth include buprenorphine, clonidine, kratom, loperamide, and methadone, with additional information provided
on lofexidine, akuamma seeds, kava, and gabapentin.
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Abbreviations
AAPCC NPDS American Association of Poison

Control Centers’ National Poison
Data System

ADHD Attention-deficit hyperactivity disorder
BUP Buprenorphine and

buprenorphine/naloxone
CNS Central nervous system
COWS Clinical Opiate Withdrawal Scale
CYP Cytochrome P450
DEA Drug Enforcement Agency
ECG Electrocardiogram
EDDP 2-Ethyl-1,5-

dimethyl-3,3-diphenylpyrrolidine

FDA Food and Drug Administration
GABA γ-Amino butyric acid
hERG Human ether-a-go-go-related gene
I-1 Imidazoline-1
IKr Potassium rectifier channel
IV Intravenous
MAT Medication-assisted treatment
MME Morphine milligram equivalents
OUD Opioid use disorder
QTcF Fridericia rate-corrected QT
P-gp P-glycoprotein
RADARS Researched Abuse, Diversion, and

Addiction-Related Surveillance
TdP Torsades de pointes

Introduction

Six percent of individuals prescribed opioids continue to use
opioids at 1 year [1]. This risk of continued opioid use increases
exponentially after 5 days of exposure, contributing to the epi-
demic of non-medical opioid use, opioid use disorder (OUD),
overdose, and deaths. Non-medical opioid use is a well-
described gateway to the use of injection opioid use like heroin,
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fueling a persistent rise in opioid overdose death in the USA
[2–6]. The recent detection of synthetic opioids (e.g., clandestine
fentanyls and designer opioids) in heroin has contributed to a
dramatic 70% increase in overdose deaths in 2014–2015 [7].
There are some indications that public health efforts such as
provider education and implementation of the prescription mon-
itoring programs have impacted opioid prescribing as the number
of opioid prescriptions have decreased from 782 morphine mil-
ligram equivalents (MME) per capita in 2010 to 640 MME per
capita in 2015; this is still roughly four times the amount distrib-
uted in Europe in 2015 [8–11]. Despite efforts to decrease opioid
prescribing, deaths attributed to opioid analgesics increased from
16,651 to 22,598 over the same 5 years [12]. Mortality due to
non-medical use of opioids remains a serious concern. In 2015,
nearly 12.5million people 12 years of age or older reported using
prescription opioids non-medically [13].

Opioid use disorder can be treated with methadone or
buprenorphine, often in combination with behavioral therapy.
Alternatively, individuals may turn to non-Food and Drug
Administration (FDA)-approved medications to manage OUD.
For example, a physician may prescribe clonidine to address the
physical effects of opioid withdrawal, or a user may consider the
use of high doses of loperamide to manage opioid use. Finally,
individuals may use herbal supplements like kratom to prevent
opioid withdrawal. Each of these therapies for opioid use disor-
der is associated with unique toxicities that providers should
recognize. Although medication-assisted treatment (MAT) of
OUD can decrease the incidence of opioid overdose, addiction,
and death, access to methadone or buprenorphine is limited due
to institutional burdens of establishing OUD treatment centers
and legal requirements surrounding the prescribing of
buprenorphine. Although recent initiatives to train physicians to
prescribe buprenorphine as MAT have seen increasing enroll-
ments, most of these providers are located in major metropolitan
areas, restricting access to rural patients. Additionally, the amount
of opioids prescribed has decreased every year since 2010 [14].
The decreased availability of prescription opioids for non-
medical use may force individuals to use alternative methods to
maintain their high, prevent withdrawal, or treat OUD.

In this manuscript, we review the basic pharmacology, ap-
plication, and toxicology of the various pharmacologic
methods of treating OUD. We will focus on treatment options
that are available in the USAwith the understanding that man-
agement of OUD is complicated and treated differently in dif-
ferent countries. Given this complexity, it is not possible to
address every treatment option and a preference is made to
discuss agents that can produce acute toxicity and that are often
illicitly obtained or used off-label to manage withdrawal. As
such, naltrexone, a μ-opioid receptor antagonist available as a
daily tablet or as a monthly extended release injectable formu-
lation, will not be discussed. Agents will be grouped by those
that target the μ-opioid receptor and are considered first-line
treatment options (buprenorphine, methadone), central α2-

adrenergic agonists (clonidine, lofexidine), and alternative
agents (loperamide, kratom, gabapentin, akuamma, kava).

Mu-Opioid Receptor Agonists

Buprenorphine

Introduction

Buprenorphine and buprenorphine/naloxone (henceforth re-
ferred to as BUP) have been indicated for the treatment of opioid
dependence since 2002 in the USA. In 2010, a sublingual film
formulation was approved for clinical use, providing users with
an alternative to the tablet formulation [15]. The use of BUP as
MAT for OUD remains highly regulated in the USA; the Drug
Addiction Treatment Act (2000) allows physicians to prescribe
BUP for 30 patients to manage of opioid use disorder after a
series of training activities and competency tests (X-Waiver)
[16]. Providers can then petition the Drug Enforcement
Agency (DEA) for an increase to 100 patients. After a year of
prescribing BUP to 100 patients, a further increase in this limit to
275 patients is permitted [17]. There is also evidence that initi-
ating BUP in the emergency department can increase engage-
ment in addiction treatment and decrease illicit opioid use [18,
19]. Despite relaxed limits on the number of patients treated,
access to BUP remains difficult. One report describes 43% of
counties in theUSA still have no physicianswho areX-waivered
to prescribe BUP [20]. In adolescents, only 25% of individuals
who require treatment for OUD are able to access BUP [21].
This has resulted in a phenomenon of informal treatment of
OUD through BUP diversion. Individuals who are in BUP treat-
ment may divert a portion of their prescribed BUP to help treat
others without access to a BUP prescriber [22, 23].

Compared to methadone, BUP is administered by the indi-
vidual in a setting of their choosing, removing the need for
daily clinic visits. Patients wishing to initiate BUP mainte-
nance therapy should abstain from opioids for 12 to 48 h or
exhibit mild to moderate signs and symptoms of opioid with-
drawal measured using the Clinical Opiate Withdrawal Scale
(COWS). For reference, a score of 5–12 indicates mild with-
drawal, 13–24 moderate withdrawal, 25–36 moderately se-
vere withdrawal, and > 36 severe withdrawal [24, 25]. The
starting dose is typically 4 to 8 mg, although additional doses
can be administered depending on the patient’s needs [26].

Pharmacology

Buprenorphine is a highly lipophilic, partial μ-opioid receptor
agonist with a long half-life (mean half-life ~ 37 h) and high
binding affinity for the μ-opioid receptor (more than 1000 times
that of morphine) [27]. In addition to binding to the μ-opioid
receptor, BUP also binds to the κ- and δ-opioid receptors, albeit
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with lower affinity [28, 29]. Buprenorphine’s activity at the κ-
opioid receptor is unclear, with studies reporting both partial
agonist and antagonist activity [29–31]. Antagonism of the κ-
opioid receptor leads to decreased spinal analgesia, dysphoria,
miosis, and diuresis through inhibition of anti-diuretic hormone
release [32, 33]. Finally, BUP also binds to the opioid receptor-
like receptor (also known as NOP). Stimulation of this receptor
blocks the rewarding and antinociceptive actions of morphine
[28]. Sublingual bioavailability of BUP is approximately 30%,
with rapid absorption producing a peak plasma concentration
within 1 h [34, 35]. Buprenorphine is frequently co-formulated
with naloxone, a μ-opioid receptor antagonist, which serves as a
deterrent to intravenous (IV) abuse of the medication as IV nal-
oxone administration would quickly induce opioid withdrawal.
Oral or sublingual administration of naloxone does not induce
opioid withdrawal due to the negligible oral bioavailability of
naloxone. [35]. Importantly, due to its high binding affinity and
ability to displace many full opioid receptor agonists, adminis-
tration of BUP to individuals actively using opioids can precip-
itate opioid withdrawal [25]. Buprenorphine is metabolized to
norbuprenorphine, its major metabolite, via cytochrome P450
(CYP) 3A4 [27, 35]. Norbuprenorphine is thought to be respon-
sible for the respiratory depressant effects of BUP [36]. Both
BUP and norbuprenorphine are glucuronidated and excreted in
the feces and urine [35].

Buprenorphine can be administered in a variety of formu-
lations, depending on whether the patient is using BUP for
OUD or pain control. Buprenorphine/naloxone combination
products that are FDA approved for the treatment of OUD can
be found in both sublingual tablet and film formulations.
Brand names include Suboxone® (tablet and film, see below
for further discussion), Zubsolv® (tablet), Bunavail® (film),
and Cassipa® (film). Sublingual BUP tablets (without nalox-
one) are sold under the brand name Subutex®. Generic ver-
sions of sublingual tablet BUP and buprenorphine/naloxone
are available. In June 2018, the FDA approved the first gener-
ic buprenorphine/naloxone sublingual film for the treatment
of OUD with the hope of increasing access to MAT [37].

In addition to treating OUD, BUP is also used in the treat-
ment of pain. Intravenous BUP (Buprenex®) was approved in
1981 for the treatment of moderate to severe pain. Butrans® is
a BUP-containing transdermal patch used for around-the-
clock pain control. Dosages range from 5 to 20 μg/h.
Finally, Belbuca®, a long-acting BUP-containing sublingual
film, was approved in 2015 for the management of severe pain
that is resistant to other options. Compared to other BUP-
containing sublingual products, Belbuca® has a higher abso-
lute bioavailability, ranging from 46 to 65% [38].

Toxicity

As BUP prescribing has increased, so have emergency depart-
ment visits involving buprenorphine. Data from the Drug

Abuse Warning Network showed that emergency department
visits involving BUP increased from 3161 in 2006 to 30,135
in 2010 [39]. This increase coincided with not only an increase
in the number of BUP prescriptions but also an increase in
illicit use of BUP [40]. Daniulaityte et al. reviewed internet
discussions of BUP and found that BUP-related posts peaked
in 2011 with 68% of posts discussing the use of BUP to self-
treat opioid withdrawal [41]. Despite the rise, the overall rate
of illicit BUP use among the IV drug using community is rare,
with the majority of users reporting use of BUP to manage
withdrawal symptoms as opposed to seeking an euphoric ef-
fect [42]. Conversely, BUP use in incarcerated individuals is
common, with individuals inhaling or insufflating BUP in
order to obtain a long-lasting high [43].

Despite being an opioid, single ingestion BUP-related mor-
bidity and mortality is rare. Per the 2015 Annual Report of the
American Association of Poison Control Centers’ National
Poison Data System (AAPCC NPDS) 33rd report, there were
no reported deaths involving single-substance BUP exposure
and only 56 major clinical outcomes, defined as Bthe patient
exhibited signs or symptoms as a result of the exposure that
were life-threatening or resulted in significant residual disabil-
ity or disfigurement^ [44]. Paone et al. retrospectively tested
consecutive drug overdose cases through the New York City
Office of the Chief Medical Examiner from June through
October 2013 for BUP and norbuprenorphine and found that
only 2% tested positive for BUP metabolites. Importantly,
each case involved multiple substances [45]. In adults, BUP
has a ceiling effect where higher doses do not cause increased
levels of respiratory depression or euphoria [46–48]. This
pharmacologic effect is secondary to its partial μ-opioid re-
ceptor agonism and is a protective mechanism for opioid-
induced respiratory depression and failure. This protection,
however, does not apply in individuals who concomitantly
use sedative agents like benzodiazepines or ethanol [49–51].

Unlike adult patients, unintentional pediatric BUP expo-
sures can lead to significant morbidity and mortality
[52–56]. In 2013, Lavonas et al. performed a retrospective
root cause analysis of unintentional pediatric BUP exposures
utilizing data from the Researched Abuse, Diversion, and
Addiction-Related Surveillance (RADARS) System Poison
Center Program and Reckitt Benckiser Pharmaceuticals’
pharmacovigilance system. They found that buprenorphine/
naloxone combination tablets had the highest rates of expo-
sure, when controlled for drug availability, and the most com-
monly identified root cause was medication that was stored in
plain sight. Adverse effects included lethargy (82%), respira-
tory depression (43%), miosis (37%), and emesis (28%).
There were four deaths in their cohort [57].

Among unsupervised oral prescription medication ingestions
by children < 6 years of age that required hospitalization, 7.7%
were due to BUP, the highest percentage of any single agent
examined [58]. Due to the increasing number of pediatric
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exposures to the tablet formulation of buprenorphine/naloxone
(e.g., Suboxone®), Reckitt Benckiser (the pharmaceutical com-
pany responsible for Suboxone®) discontinued the tablet formu-
lation in 2012, directing patients to the film [59]. Fortunately,
interventions aimed at reducing unintentional pediatric expo-
sures, like unit-dose packaging, which began in 2013, and the
development of medicated film strips, may be working. Budnitz
et al. compared emergency department visits for unintentional
pediatric BUP exposures before and after these packing and
formulation changes and found that visits decreased by 65.3%,
after accounting for prescribing frequency [60].

A more recent publication by Toce et al. examined a single-
center cohort of pediatric patients with report of unintentional
BUP exposure and found higher rates of respiratory depression
(83%). In their cohort, median time from reported exposure to
respiratory depression was about 4 h, but 25% of patients had
onset of respiratory depression more than 8 h after reported
exposure. Use of naloxone was common, with 55% of patients
receiving at least one dose of naloxone. Despite the fact that a
quarter of patients had onset of respiratory depression greater
than 8 h from reported exposure, the vast majority (86%) of
patients who received naloxone did so within the first 4 h and
only two patients received naloxone more than 8 h from time of
exposure [61].

The conflicting effects seen in children and adults might be
explained by the dramatic difference in the mg/kg administered
dose between each group; a 10-kg toddler inadvertently exposed
to an 8 mg BUP tab would receive a massively supratherapeutic
dose compared to a 70-kg adult. The observed differences in
toxicity between children and adults may also be related to the
ontogeny of P-glycoprotein (P-gp). P-glycoprotein functions as
an effective efflux transport preventing many different xenobi-
otics, includingBUP, from crossing the blood-brain barrier there-
by minimizing the severity of respiratory depression. P-
glycoprotein concentrations increase throughout gestation; adult
postmortem brain cortex tissue has significantly higher P-gp
staining than fetal and infant (age 0–3 months) tissue [62–64].
In a murine BUPmodel, blockade of this efflux transporter leads
to increased respiratory depression from BUP [36, 65]. The de-
creased concentration of P-gp in infants and in the pediatric brain
may lead to an increase in cerebral BUP and itsmajormetabolite,
norbuprenorphine, resulting in respiratory depression and in-
creased toxicity. In addition to P-gp expression, it is possible that
polymorphisms in the ABCB1 gene that codes for P-gp may
account from some of the variable respiratory depressive effects
of BUP as individuals with certain mutations in the ABCB1 gene
can have greater respiratory depression after receiving IV fenta-
nyl, a P-gp substrate [66].

Testing/Management

Buprenorphine does not share chemical structure similarity to
morphine and therefore a standard urine immunoassay for

opiates will be negative in individuals who use BUP. If there
is concern regarding adherence to BUP therapy, or an uninten-
tional exposure in the pediatric population, physicians should
order a urine or serum specific screen for BUP or
norbuprenorphine. Serum and urine BUP levels can be obtain-
ed, but results typically take several days, limiting clinical
utility.

The majority of adult patients who present with isolated
BUP exposure are unlikely to develop significant respiratory
depression and most can be monitored in the emergency room
setting and safely discharged after a period of observation [67].
When BUP overdose results in respiratory depression, reversal
can be accomplished with naloxone [68]. Because of BUP’s
high affinity for the μ-opioid receptor, larger doses of naloxone
(2–4 mg) should be used to reverse respiratory depression [69].
Interestingly, there appears to be a U-shaped dose-response
curve for reversal of BUP’s respiratory depressant effects.
Doses of naloxone over 4 mg demonstrate a reduced ability
to antagonize BUP-induced respiratory depression [68]. In the
context of mixed ingestions with BUP and other sedative-
hypnotics or opioids, physicians should have a low threshold
for prolonged observation for potential delayed respiratory de-
pression. In the context of mixed overdoses where BUP is
found in combination with other sedative-hypnotics, adminis-
tration of naloxone will only reverse the sedation associated
with BUP. Patients, therefore, may be perceived to have
Bfailed^ a naloxone challenge where they may still be experi-
ence respiratory depression from a non-opioid agent.

Due to the risk of delayed respiratory toxicity, we recom-
mend that all pediatric patients with possible exposure to BUP
be admitted for overnight observation. In the event patient
develops depressed mental status or respiratory depression,
0.1 mg/kg IV naloxone should be administered and repeated
as necessary to ensure that the patient is protecting their air-
way and is maintaining adequate ventilation. Adult patients
who are maintained on BUP should be counseled on the im-
portance of safe opioid storage because prescription opioid
pain relievers are frequently accessible to young children [70].

Methadone

Introduction

Methadone is a long-acting synthetic μ-opioid receptor ago-
nist used in the management of pain and opioid use disorder.
Methadone has been found to be efficacious in retaining indi-
viduals in treatment programs, decreasing illicit opioid use,
and reducing all cause and overdose mortality [71–73].
Methadone has been used as therapy for neonatal abstinence
syndrome [74].

The starting dose for methadone used as MAT is 15–30 mg
daily, adjusted every 3–5 days as needed to control side effects
and withdrawal symptoms. A typical maintenance dose is 80–
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100 mg/day [26]. Methadone is traditionally dispensed from
methadone clinics, where patients must present each day for
their prescribed dose, although individuals who demonstrate
medication adherence can qualify for take-home doses.
Despite the proven benefits of methadone in treating opioid
use disorder, the regulatory burdens of opening a clinic, a lack
of community support, a limited number of available spaces,
and social stigma continue to limit its use [75].

Pharmacology

Methadone is supplied as a racemic mixture of two enantio-
mers (R- and S-), with R-methadone possessing 10× the af-
finity for the μ-opioid receptor [76]. Additionally, methadone
antagonizes the N-methyl-D-aspartate receptor, in vitro [77].
Unlike BUP, which is a partial μ-opioid receptor agonist,
methadone is a full opioid agonist. Liquid and pill methadone
formulations reach maximal plasma concentration in 2 and
3 h, respectively. [78–80]. Methadone has high oral bioavail-
ability (> 80%) and has a long, albeit variable, half-life (7–
65 h) [78, 79, 81]. Methadone is highly protein bound, limit-
ing extracorporeal elimination as a treatment for overdoses
[82, 83].

Methadone is primarily metabolized by phase I metabolism
utilizing CYP 2B6 producing the inactive metabolite 2-ethyl-
1,5-dimethyl-3,3-diphenylpyrrolidine (EDDP) [84]. Minor
routes of metabolism include CYP 3A4, 2C9, and 2C19
[81]. The CYP2B6 gene is highly polymorphic, with 60% of
some populations expressing a deficient gene (CYP2B6*6)
[85]. Patients with the CYP2B6*6 polymorphism are poor
metabolizers and can have increased plasma methadone con-
centrations compared to wild-type individuals [86, 87].
Various drug-drug interactions affect methadone’s metabo-
lism. Co-administration of the CYP 2B6 inhibitor sertraline
has been shown to increase methadone plasma concentrations
[88, 89]. CYP 3A4 inducers (e.g., anti-epileptic drugs: pheno-
barbital, carbamazepine, oxcarbazepine, phenytoin; anti-vi-
rals: nevirapine, efavirenz, ritonavir) accelerate methadone
metabolism and have been shown to precipitate withdrawal
in methadone-dependent patients [90, 91]. Cytochrome P450
3A4 inhibitors can lead to opioid toxicity. Herrlin et al. report-
ed on a 42-year-old female on chronic methadone therapy
(140 mg/day) who developed profound sedation and respira-
tory depression that was reversed with 0.4 mg IM naloxone
after starting ciprofloxacin, a known inhibitor of CYP 3A4,
for urosepsis [92, 93].

Toxicity

Toxicity from methadone use results in significant respiratory
depression, cardiotoxicity, sensorineural hearing loss and hy-
poglycemia. Between 2002 and 2006, distribution of metha-
done increased 25% per year while methadone-associated

deaths increased 22% per year. [94]. In 2006, the FDA re-
leased new recommendations regarding the prescription of
methadone due to the increase in number of deaths involving
patients using methadone prescribed for pain. The sales of
methadone peaked in 2007 and have declined each year there-
after. Unfortunately, fatalities involving methadone remain
common; of the single-substance opioid overdose deaths in
patients prescribed an opioid for pain relief, nearly 40% of
these deaths involved methadone in 2009, despite only
representing 9.8% of morphine milligram equivalents distrib-
uted among the referenced states [95].

Respiratory depression in methadone overdose or illicit use
is due to excessive agonism of μ-opioid receptors.While BUP
has a ceiling effect limiting respiratory depression and eupho-
ria, no such ceiling effect exists for methadone. Non-medical
users of methadone will present with typical findings of the
opioid toxidrome, including lethargy and respiratory depres-
sion [67]. Mortality is not limited to non-medical users; pa-
tients initiating opioid substitution therapy are at increased
risk of death, particularly during the first 4 weeks of treatment.
Risk of death is also increased in the first 4 weeks after
discontinuing treatment [73, 96].

QTc prolongation is a known side-effect of methadone
[97]. Methadone prolongs the QTc through blockade of cur-
rents through the human ether-a-go-go-related gene (hERG)
potassium rectifier channel (IKr) [98]. Recently, Isbister et al.
used 12-lead Holter recordings to measure the QTc in 19 pa-
tients prescribed methadone (median daily dose 110 mg) and
compared it to 20 patients prescribed BUP and 19 controls and
showed that methadone was associated with prolonged QTc
intervals [99]. In their study, QTc prolongation was not asso-
ciated with methadone dose. Other studies have shown an
association between methadone dose and degree of QTc pro-
longation. Anchersen et al. examined the prevalence of QTc
prolongation among patients in opioid maintenance therapy,
which consisted of either methadone or BUP. In their metha-
done cohort, nearly 50% had a QTc > 450 ms with 4.6% hav-
ing a QTc > 500 ms. No patient receiving BUP had a QTc >
450 ms. Further, they found a positive dose-dependent asso-
ciation between methadone dose and QTc prolongation; all
patients with a QTc > 500 ms were given a dose of 120 mg
of methadone or greater [100]. Florian et al. analyzed data
obtained from five prospective studies, each of which in-
cluded individual methadone concentrations and multiple
Fridericia rate-corrected QT (QTcF) data points, to assess
the relationship between methadone dose and QTcF. Based
off of their model, they estimate that a methadone dose of
> 120 mg/day would increase the QTcF by > 20 ms. Doses
of 160–200 mg/day would cause a change of > 60 ms to
the QTcF with 0.3–2% of patients having a QTcF of >
500 ms [101]. This increase is not trivial as a QTc >
500 ms has been associated with syncope, cardiac arrest,
torsades de pointes (TdP), and sudden cardiac death [102,
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103]. Methadone has also been associated with TdP, partic-
ularly in patients receiving high (> 100 mg/day) doses [104,
105].

Methadone-associated hypoglycemia is a rare adverse
event of methadone exposure. In cancer patients receiving
methadone for pain control, methadone was associated with
hypoglycemia [106]. Patients are particularly vulnerable dur-
ing periods of dose escalation [107]. Additionally, hypoglyce-
mia has been reported in cases of unintentional pediatric in-
gestion. One report detailed the case of an 11-month-old male
who became hypoglycemic (serum glucose concentration
17 mg/dL) after unintentional methadone exposure.
Interestingly, the patient was hyperinsulinemic, suggesting
that methadone my induce insulin secretion [108]. This is in
agreement with another report of methadone-associated hypo-
glycemia with inappropriately elevated insulin levels in a 39-
year-old female on chronic methadone therapy for pain [109].
A point of care glucose measurement should be obtained early
in cases of severe methadone exposure.

Management

Treatment of methadone overdose involves close monitoring
of patient’s oxygenation and ventilation. Naloxone should be
used in cases of bradypnea/respiratory failure, although care
must be taken so as not to precipitate opioid withdrawal in
opioid-dependent patients. Given methadone’s long half-life,
naloxone infusions may be required. Our practice is to take
two thirds of the effective reversal dose and infuse it over an
hour [110]. Particular attention should be paid in
polysubstance ingestions/exposures involving methadone
and benzodiazepines as naloxone will only reverse the opioid
effects [49]. Due to the risk of QTc prolongation and TdP,
electrocardiograms (ECG) should be obtained on patients
whose daily methadone dose exceeds 100 mg/day or present
with acute methadone overdose [111]. Additionally, all QTc-
prolonging medications should be discontinued, and electro-
lytes, including potassium, magnesium, and calcium should
be repleted as necessary. A reasonable goal serum magnesium
concentration is 2 mEq/L, although the optimal magnesium
concentration for treating TdP is unknown. If a patient pro-
gresses to TdP, they should be rapidly assessed and, if hemo-
dynamically stable, administered a single bolus of 2 g IV
magnesium sulfate over 2–3 min. This can be repeated.
Magnesium infusions for the treatment of TdP have been re-
ported in the literature [112–114]. In the event that the patient
develops sustained TdP, becomes symptomatic (e.g., de-
creased level of consciousness), or pulseless, defibrillation is
necessary. It is important to note that there is significant var-
iability in the treatment of drug-inducedQTc prolongation and
TdP with the majority of treatment recommendations being
extracted from non-human studies and case series [115].

Central Alpha2-Adrenergic Agonists

Clonidine

Introduction

Clonidine is marketed and approved by the FDA for the
treatment of hypertension and the treatment of attention-
deficit hyperactivity disorder (ADHD) in children.
Because of it α-adrenergic agonism, clonidine is also
an effective agent that is used off-label for management
of withdrawal from opioids [26, 116].Clonidine is par-
ticularly effective at decreasing signs and symptoms of
excessive autonomic activity (e.g., anxiety, tachycardia,
chills, piloerection, hypertension) and as a result is used
to help manage acute opioid withdrawal. Patients are
started on 0.1 to 0.2 mg every 4 h while being moni-
tored for bradycardia and/or hypotension [26]. Adverse
effects include sedation, dry mouth, hypotension, and
dizziness [116].

Pharmacology

Clonidine is an imidazoline with central α-adrenergic
agonism. Clonidine’s oral bioavailability is 70–80%with peak
plasma concentrations occurring 1 to 3 h from administration
[117]. There is moderate protein binding (20–40%). Roughly
half of the absorbed dose is metabolized in the liver with the
remainder being excreted unchanged in the urine. Elimination
half-life ranges from 5 to 20 h [118–121].

Clonidine exerts its cardiovascular effects through its ac-
tion as an α2-adrenergic receptor agonist as well as its action
on the imidazoline-1 receptor (I-1) [122]. Alpha2 receptors are
found throughout the central nervous system (CNS) with high
concentrations in the locus ceruleus in the pons as well as the
nucleus tractus solitarii in the medulla. Agonism of these re-
ceptors in the locus ceruleus by the α2-adrenergic receptor
agonist dexmedetomidine induces sedation in rats [123].
Stimulation of presynaptic α2-adrenergic receptors in the nu-
cleus tractus solitarii limits the release of norepinephrine,
which contributes to the decrease in blood pressure and heart
rate [124]. In addition to binding to α2-adrenergic receptors,
clonidine binds to the I-1 receptor and this binding is involved
in the anti-hypertensive effects of clonidine [125]. The I-1
receptor is in the rostral ventrolateral medulla within the
CNS and in the periphery. Binding of clonidine to the I-1
receptor leads to hypotension, bradycardia, and decreased
myocardial contractility [122, 126, 127]. Clonidine may also
interact with the endogenous opioid system. In animal models,
naloxone can reverse the hypotensive and analgesic effects of
clonidine, suggesting that clonidine may induce release of
endogenous opioids [128–131]. These results have not been
consistently replicated in humans. Clonidine has been shown
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to potentiate the effects of morphine and oxycodone. This
effect is blocked by yohimbine, a selective α2-adrenergic re-
ceptor antagonist, indicating a role for the α2-adrenergic re-
ceptor in clonidine-mediated analgesia [132, 133].

Toxicity

The toxicity of clonidine is an extension of its therapeutic use.
Patients can develop CNS depression, miosis, respiratory de-
pression, bradycardia, and hypotension [118]. Occasionally,
initial hypertension has been reported, likely due to peripheral
agonism of α-adrenergic receptors [134, 135]. Data on adult
clonidine overdoses is limited. A recent report published by
Isbister et al. examined clonidine ingestions (both isolated and
with co-ingestions) in patients greater than 15 years of age and
found that while CNS depression and bradycardia were com-
mon (55% and 68%, respectively), serious adverse health out-
comes were rare. In their cohort, the median duration of bra-
dycardia was 20 h and the degree of bradycardia was associ-
ated with the dose ingested [136].

Severe hypertensive emergency has been reported, but only
in the setting of a medication filling error when clonidine
intended for an intrathecal pump reservoir was inadvertently
injected subcutaneously [137, 138]. The mechanism of
clonidine-induced hypertension remains unsolved, although
it is postulated that massive doses of clonidine can lead to
agonism of peripheral adrenergic receptors and increased vas-
cular tone.

Unintentional pediatric exposures to clonidine are com-
mon. There were 3938 ingestions involving clonidine in
patients less than 20 years of age in 2015 [44]. In one
study, clonidine was the second most commonly implicat-
ed medication that resulted in emergency hospitalization
for unsupervised prescription medication ingestion in chil-
dren less than 6 years of age [58]. Wang et al. examined
the national trends in pediatric exposures to three common
α2 adrenergic receptor agonists (clonidine, guanfacine, and
tizanidine) and found moderate or major effects in nearly
20% of clonidine ingestions, with CNS depression
(45.3%), bradycardia (10.2%), and hypotension (8.5%) be-
ing the most common signs and symptoms [139]. Despite
this, interventions like intubation and the use of vasopres-
sors were rare.

Due to its use as a second-line treatment for ADHD in
pediatric patients, clonidine can be compounded to a liquid
formulation, introducing the possibility of compounding er-
rors as a source of overdose. Romano and Dinh describe a
case of a 1000-fold compounding error that lead to significant
toxicity in a 5-year-old male. The compounding pharmacy
substituted milligrams for micrograms when preparing the
medication, and the patient required multiple boluses of atro-
pine and a naloxone infusion [140].

Management

Treatment of clonidine overdoses involves careful assessment
of ventilation and oxygenation, peripheral perfusion, and
mental status. The need for vasopressors is rare and most
patients are able to maintain adequate blood pressure with
IV fluid resuscitation. Endotracheal intubation should be per-
formed if clinically indicated, although this is rare.
Bradycardia is common but can be tolerated if peripheral per-
fusion is adequate. In the event of symptomatic bradycardia,
atropine can be used to augment heart rate. Finally, naloxone
can be used in cases of severe poisoning to reverse hypoten-
sion, bradypnea, and CNS depression, although its efficacy is
debatable [134, 136, 141]. Seger and Loden recently pub-
lished a retrospective analysis of the use of high dose (>
10 mg) IV naloxone in pediatric clonidine exposures. They
found that naloxone reversed CNS depression in ~ 80% of
patients and documented no adverse effects, even with high
doses of naloxone [142]. We recommend IV naloxone with a
starting dose of 2–4 mg titrated to a reversal of CNS depres-
sion in symptomatic pediatric patients with clonidine expo-
sure. In adult patients, care should be given in administering
naloxone especially in the individual maintained on opioids,
or those with OUD, as this will precipitate withdrawal. In
adult patients, supportive care with IV fluids and, if needed,
vasopressor support, may be the most prudent approach.

Lofexidine

Lofexidine is a structural analog of clonidine that functions as
a central α2-adrenergic receptor agonist. Originally marketed
as an anti-hypertensive agent, it was approved in 1992 in the
UK for the treatment of opioid use disorder [143]. In
May 2018, the FDA approved it as the first non-opioid treat-
ment for the management of opioid withdrawal symptoms
[144].

Several randomized double-blinded studies compared
lofexidine and clonidine in the treatment of opioid withdrawal
and found that these drugs had similar effectiveness in con-
trolling signs and symptoms of opioid withdrawal and reduc-
ing doses of methadone [145–147]. With regard to adverse
effects, hypotension was less common with lofexidine com-
pared to clonidine. Other adverse effects include dizziness and
dry mouth [116]. QTc prolongation has been reported when
lofexidine is combined with methadone [148].

Given the mechanistic similarities, overdose with
lofexidine would be expected to cause similar signs and symp-
toms to clonidine, although detailed reports of lofexidine over-
dose are lacking. Treatment should focus on good supportive
care with careful assessment of the patient’s airway, breathing,
and circulation. Although there is no evidence to support its
use, IV naloxone could be considered in cases of severe
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toxicity, with the understanding that it may produce opioid
withdrawal in those individuals with opioid dependency.

Alternative Agents

Loperamide

Introduction

Loperamide was first synthesized in 1969 and has been avail-
able without a prescription since 1982. Loperamide is FDA
approved for the treatment of diarrhea and is used off-label in
the treatment of opioid withdrawal. Anti-diarrheal doses range
from 4 to 16 mg/day, which is far lower than the 200–400 mg/
day reported with loperamide abuse [26, 149].

Pharmacology

Loperamide is a phenylpiperidine derivative that is used in the
treatment of diarrhea [150, 151]. Structurally, it resembles a
combination of haloperidol (a neuroleptic) and isopropamide
(an anti-cholinergic). Loperamide’s oral bioavailability is low
(< 1%) due to considerable first-pass metabolism. Systemic
absorption is further limited by P-gp, which decreases gastro-
intestinal uptake and enhances elimination through bile excre-
tion. Loperamide is highly lipophilic, is extensively protein
bound (97%), and is metabolized in the liver via CYP2C8
and CYP3A4 to desmethylloperamide [152, 153].

Loperamide exerts its anti-diarrheal effects by decreasing
motility and fluid secretion via binding to μ-opioid receptors
in the myenteric plexus as well as modulation of enteric 5-
hydroxy-tryptamine release [154, 155]. In addition to the gas-
trointestinal tract, loperamide binds to peripheral μ-opioid re-
ceptors, providing analgesia [156, 157]. Loperamide is able to
bind to brain μ-opioid receptors, but brain concentrations are
kept low via the activity of P-gp [155, 158, 159]. As such,
traditional opioid effects like CNS depression and bradypnea
are rare with therapeutic dosing. Administration of the P-gp
inhibitor quinidine increases intestinal absorption and en-
hances CNS entry at the blood-brain barrier leading to respi-
ratory depression [160].

In addition to binding to μ-opioid receptors, loperamide
binds to and inhibits the hERG-encoded subunit of the IKr as
well as the voltage-gated fast sodium channel, in vitro
[161–163]. Inhibition of the fast sodium channel leads to im-
paired ventricular depolarization and widening of the QRS
while blockade of the IKr leads to ventricular repolarization
delay and QTc prolongation. QRS widening and QTc prolon-
gation have been reported in loperamide overdoses
[164–167]. Loperamide’s effect on the cardiac conduction
system is responsible for much of the morbidity and mortality
associated with loperamide overdoses.

Toxicity

The use of loperamide for recreational purposes (e.g., to get
Bhigh^) and to combat opioid withdrawal is increasing. Using
a web-based study, Daniulaityte et al. reported on the dramatic
increase in web-based discussions and posts related to the
non-medical use of loperamide. They found that users primar-
ily discussed the use of loperamide to treat opioid withdrawal,
but that some users were discussing the potential to Bget high^
[168]. A retrospective review of intentional loperamide inges-
tions reported to the California Poison Control Systems be-
tween 2002 and 2015 showed a sharp increase in the number
of calls in 2014. Over the entire study period, three deaths
were reported as well as nine reports of patients who devel-
oped cardiotoxicity. The ingestion size ranged from 200 to
400 mg/day [149].

This recent increase in use has been substantiated on a
national level as well. Vakkalanka et al. queried the AAPCC
NPDS for reports of intentional misuse, abuse, and suspected
suicide between January 1, 2010 and December 31, 2015
involving loperamide and found a 91% increase in reported
exposures. Single-agent loperamide exposures increased at a
rate of 25 cases per year while polysubstance ingestions in-
volving loperamide increased at a rate of 13 cases per year.
There were 15 deaths in the study period, with 8 involving
single-agent loperamide exposure [169].

Ventricular dysrythmias are an increasingly recognized
complication of loperamide overdose through prolongation
of the QRS and QTc intervals. Prolongation of the QRS can
lead to ventricular tachydysrhythmias and QTc prolongation
can induce TdP. Marraffa et al. presented a case series of five
patients with loperamide abuse, three developed life-
threatening cardiac arrhythmias (monomorphic and polymor-
phic ventricular tachycardia). Loperamide concentrations
ranged from 22 to 130 ng/mL (levels obtained in four of the
five patients) [165]. For reference, a therapeutic dose of four
2 mg tabs of loperamide leads to a peak plasma concentration
of 1.18 ± 0.37 ng/mL [170]. Wightman et al. reported the case
of a 48-year-old woman who presented with somnolence and
weakness and reported ingesting 20–40 2 mg tabs of
loperamide a day for several weeks. Her initial ECG was
notable for a QRS 164 ms and a QT 582 ms. She had several
runs of non-sustained ventricular tachycardia that did not re-
quire intervention. Her serum loperamide concentration was
210 ng/mL [167]. Finally, Bhatti et al. described the use of
isoproterenol to prevent bradycardia-induced arrhythmias in a
37-year-old woman who presented after ingesting ~ 200 tabs
of 2 mg loperamide. Her ECG was notable for a QTc >
600 ms. Labs were notable for a negative loperamide concen-
tration, but a desmethyllopermide level of 32 ng/mL [164].

Loperamide overdose may be lethal. Eggleston et al. re-
ported on two deaths involving supratherapeutic loperamide
ingestion in individuals self-treating OUD. The first was a 24-
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year-old male found pulseless and apneic who had been using
loperamide as an opioid substitute. Postmortem cardiac blood
analysis revealed a loperamide concentration of 77 ng/mL, in
addition to clonazepam and buprenorphine. The second pa-
tient was a 39-year-old male who Bsuddenly gasped^ and
collapsed at home. CPR and resuscitative efforts were unsuc-
cessful. Postmortem toxicology was positive for a loperamide
level of 140 ng/mL [171]. Bishop-Freeman et al. published on
21 loperamide-related deaths in North Carolina and found the
median loperamide peripheral blood concentration to be
0.23mg/L (230 ng/mL). They also report on the use of various
P-gp inhibitors (e.g., quinine/quinidine) that are used to en-
hance the loperamide high by blocking P-gp-mediated efflux
of loperamide from the CNS [172].

Management

Treatment of loperamide toxicity is largely supportive and
should include careful assessment of patient’s airway, breath-
ing, and circulation. Naloxone should be used when
bradypnea or respiratory depression/failure are present [164,
173]. The lowest effective dose should be used in opioid-
dependent individuals to avoid precipitating withdrawal.
Management of loperamide-associated cardiotoxicity is anec-
dotal and based on therapies for other drugs that prolong the
QRS and QTc. There is no specific antidote for loperamide.
An ECG should be obtained early in the clinical course. In
cases of QTc prolongation, the recommendations included in
the methadone section should be followed. Temporary trans-
cutaneous cardiac pacing as well as isoproterenol can also be
used to augment the heart rate and has been shown to provide
some benefit in the setting of loperamide-induced dysrhyth-
mias [149, 174, 175]. If the patient’s QRS is prolonged, a trial
of sodium bicarbonate (50–100 mEq) is a reasonable, with
either repeated boluses or a bolus and continuous sodium bi-
carbonate infusion of 150 mEq of sodium bicarbonate in 1 L
of 5% dextrose (D5W) to infuse at 150 cm3/h if there is clear
shortening of the QRS. It is unknown whether sodium bicar-
bonate is beneficial in treating loperamide-induced QRS wid-
ening as patients typically receive a multitude of therapies
[176, 177]. Hemodialysis is unlikely to be effective at remov-
ing drug given loperamide’s high degree of protein binding
and large volume of distribution.

Kratom

Introduction

Kratom (Mitragyna speciosa Korth) is a plant native to
Southeast Asia that has long been consumed for its stimulant
and analgesic properties [178]. It is used informally in the
USA to reduce or abstain from non-prescription opioid or
heroin use, manage chronic pain, or mitigate opioid

withdrawal [179–181]. Outside of the USA, kratom has
gained popularity in Southeast Asia as a method to manage
withdrawal from opioids as well as a means to induce eupho-
ria [182]. Kratom can be purchased through internet pharma-
cies in addition to local head shops [180, 183]. It comes in the
form of leaves that can be chewed, smoked, brewed into tea,
or mixed with coffee or sweetened beverages [182].

Pharmacology

Kratom contains multiple indole alkaloids, with the principle
psychoactive components being mitragynine and 7-
hydroxymitragynine [184]. The antinociceptive properties of
mitragynine and 7-hydroxymitragynine arise from agonism at
the μ-, δ-, and κ-opioid receptors. Additionally, mitragynine
binds directly to α2-adrenergic receptors (agonism) and sero-
tonin receptors (antagonism) in the bulbospinal descending
pathway [179, 185–188]. Mitragynine has one fourth the po-
tency of morphine, while 7-hydroxymitragynine has ~ 10× the
potency of morphine [189, 190]. Mitragynine is rapidly
absorbed with a time to maximum plasma concentration of
approximately 0.8 h. It is extensively distributed throughout
the body (volume of distribution ~ 38 L/kg). Both phase I and
phase II metabolism take place and multiple different metab-
olites have been identified [184, 191].

Toxicity

Kratom exposures reported to the AAPCC NPDS are increas-
ing. Anwar et al. examined AAPCC NPDS and found that
calls reported to US poison control centers involving kratom
increased 10-fold between 2010 and 2015 [192]. Users of
kratom range from individuals looking to get high, treat
chronic pain, treat opioid dependence, or mitigate opioid with-
drawal symptoms [179, 180]. In 2007, Vicknasingam et al.
performed a cross-sectional survey of active kratom users in
Malaysia. They found that 90% of short- and long-term users
reported using kratom to reduce addiction to other drugs while
84% reported using kratom to alleviate opioid withdrawal
symptoms [193]. Unfortunately, kratom use itself can lead to
dependency, development of withdrawal symptoms, and crav-
ing [194].

The physical effects of kratom vary depending on the dose
ingested. In low doses (1–5 g of plant product), stimulant
effects predominate, with users experiencing increased alert-
ness, productivity, sociability, and sexual desire. In higher
doses (5–15 g of plant product), opioid effects prevail [184].
Serious morbidity and mortality has been reported, but cases
are often confounded by co-ingestions. Seizures have been
reported [179, 195], as has intrahepatic cholestasis [196,
197], but to date no mechanism has been identified. Karinen
et al. reported on the death of a middle-aged man with history
of substance abuse that was found dead in his bed the morning
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after consuming kratom. Autopsy identified congested and
edematous lungs, with areas of bronchopneumonia.
Toxicologic testing confirmed the presence of mitragynine
and 7-hydroxymitragynine; zopiclone, citalopram, and
lamotrigine were also detected, but these were all within ther-
apeutic ranges [198]. Similarly, McIntyre described the death
of a 24-year-old male who died after consuming kratom in
addition to venlafaxine, diphenhydramine, and mirtazapine
[199].

As an herbal supplement, kratom remains unregulated by the
FDA, leading to potential adulterants within products marketed
as pure kratom. Lydecker et al. examined several commercially
available kratom products and assessed for the amount of
mitragynine and the more potent 7-hydroxymytragynine.
Several products contained 7-hydroxymitragynine concentra-
tions that far exceeded levels found in naturally occurring
plants, suggesting commercial adulteration to generate a more
potent product [200]. Similarly, Kronstrand et al. described a
case series of nine deaths attributed to a product called
BKrypton,^ which was found to be a combination of kratom
and O-desmethyltramadol [201].

Management

Treatment of kratom intoxication is largely supportive.
Careful assessment of respiratory status should be performed.
Benzodiazepines should be administered in the event of sei-
zure activity [195]. Naloxone should be considered if
bradypnea is present, although bradypnea has yet to be report-
ed in isolated kratom exposures and the data for the use of
naloxone in kratom intoxication is lacking. Isolated kratom
ingestions are unlikely to cause significant morbidity, but care
must be taken in cases of polypharmaceutical ingestion. As
the literature above indicates, the combination of kratom with
other sedating xenobiotics can lead to life-threatening CNS
depression and respiratory failure.

Gabapentin

Gabapentin has been used with varying levels of success to
augment MAT. Gabapentin is a γ-amino butyric acid (GABA)
analog although it does not bind to the GABA receptors.
Although its exact mechanism of action is not fully elucidated,
there is evidence that gabapentin inhibits voltage-gated calci-
um channels leading to reduced excitatory neurotransmitter
release [202, 203]. Kheirabadi et al. performed a double-blind,
randomized, placebo-controlled trial of methadone plus
900 mg/day of gabapentin compared to methadone plus a
placebo in controlling withdrawal symptoms and found no
difference between the treatment groups [204]. In the second
phase of the same study, Salehi et al. showed that a higher
dose of gabapentin (1600 mg/day) plus methadone was supe-
rior in controlling certain symptoms of withdrawal, namely

coldness, diarrhea, dysphoria, yawning, and muscle tension
compared to 900 mg/day of gabapentin plus methadone [205].

Overuse of gabapentin alone is common with concomitant
opioid use. The top predictor of sustained overuse in
gabapentin and opioid treated patients was detoxification
[206]. In one study of current non-medical users of diverted
prescription opioids, 15% reported using gabapentin Bto get
high^ within the past 6 months [207]. Baird et al. studied
gabapentinoid (defined as gabapentin or pregabalin) use
among patients in six substance misuse clinics in Scotland
and found that over 20% of study participants admitted to
abusing gabapentinoids and of those patients, nearly 40%
used gabapentinoids to augment the high they get from meth-
adone [208]. The combination of opioids and gabapentin has
been shown to increase the risk of emergency department
visits, inpatient hospitalizations, and/or respiratory depression
significantly [209]. Finally, Gomes et al. found that co-
prescription of opioids and gabapentin was associated with a
49% increased odds of opioid-related death, with moderate
(900–1799 mg/day) dose and high (≥ 1800 mg/day) dose
gabapentin exposure being associated with a nearly 60% in-
crease in opioid-related death compared to no gabapentin use
[210].

Akuamma

Various alternative plants have been described to alleviate
opioid withdrawal. Seeds from the akuamma (Picralima
nitida) tree extract contain a variety of alkaloids (e.g.,
akuammidine, akuammine, akuammicine, akuammigine, and
pseudoakuammigine) that have mild opioid receptor (μ-, δ-,
and κ-) affinity with pseudoakuammigine having analgesic
and anti-inflammatory properties [211, 212]. Users describe
mild effects similar to those of kratom, with nausea, vomiting,
and unpleasant taste being frequently reported [213]. Detailed
studies on human toxicity are lacking, but an animal study
showed inflammation and necrosis of the liver [214].

Kava

Kava (Piper methysticum) is another herbal product that is
consumed for its anxiolytic properties and may be used to
mitigate opioid withdrawal symptoms [215, 216]. Kava con-
tains several liphophilic kavalactones concentrated in the root
of the plant that increase GABAergic tone, inhibit monoamine
oxidase B, and block the reuptake of noradrenaline and dopa-
mine. There does not appear to be any direct opioid receptor
agonism [217]. Kava is effective at treating generalized anxi-
ety disorder compared to placebo, but its use is limited due to
reports of hepatoxicity [218]. Hepatotoxicity was initially
thought to be due to extraction techniques that utilized acetone
and ethanol, but subsequent case reports have demonstrated
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hepatotoxicity with traditional aqueous kava extracts
[219–221].

Conclusion

Access to medical management of OUD continues to be lim-
ited in the USA. In the face of a persistent opioid public health
emergency in the USA, individuals may turn to non-FDA-
approved measures to self-manage OUD and withdrawal.
Although methadone, buprenorphine, and to some extent clo-
nidine are currently used in the formal management of OUD,
innovative individuals have turned to non-medically approved
alternatives like loperamide and kratom to manage symptoms
of opioid use and withdrawal. Additionally, herbal supple-
ments and pharmaceuticals that produce sedation through
GABA stimulation may be increasingly used to manage opi-
oid withdrawal. Inadvertent poisoning from these agents may
not present with typical opioid toxidrome features. Instead, a
careful investigation of potential herbal supplements and al-
ternative agents in the poisoned individual informally manag-
ing OUD or withdrawal should consider potential hepatotoxic
or cardiotoxic effects. It is important that emergency providers
are familiar with the toxicity of these agents in order to pro-
vide timely and accurate care.

Compliance with Ethical Standards

Financial Disclosure Statement None of the authors have any financial
disclosures relevant to this manuscript.

Conflicts of Interests None.

Sources of Funding Dr. Boyer is supported by the National Institutes of
Health 1K24DA037109. Dr. Chai is supported by the National Institutes
of Health K23DA044874. Dr. Burns is the Pediatric Toxicology
Section Editor for UpToDate®. No funding was provided for the produc-
tion of this manuscript.

Author Attestation No honorarium, grant, or other form of payment
was given to anyone to produce this manuscript.

References

1. Shah A, Hayes CJ, Martin BC. Characteristics of initial prescrip-
tion episodes and likelihood of long-term opioid use—United
States, 2006–2015. MMWR Morb Mortal Wkly Rep.
2017;66(10):265–9.

2. Jones CM, Logan J, Gladden RM, BohmMK. Vital signs: demo-
graphic and substance use trends among heroin users—United
States, 2002-2013. MMWR Morb Mortal Wkly Rep.
2015;64(26):719–25.

3. Longo DL, Compton WM, Jones CM, Baldwin GT. Relationship
between nonmedical prescription-opioid use and heroin use. N
Engl J Med. 2016;374(2):154–63.

4. Grau LE, Dasgupta N, Grau LE, Dasgupta N, Harvey AP, Grau
LE, et al. Illicit use of opioids: is OxyContin® a Bgateway drug^?
Am J Addict. 2007;16(3):166–73.

5. Cicero TJ, Ellis MS, Surratt HL, Kurtz SP. The changing face of
heroin use in the United States: a retrospective analysis of the past
50 years. JAMA Psychiatry. 2014;71(7):821–6.

6. Jones CM. Heroin use and heroin use risk behaviors among non-
medical users of prescription opioid pain relievers—United States,
2002–2004 and 2008–2010. Drug Alcohol Depend. 2013;132(1–
2):95–100 Elsevier Ireland Ltd.

7. Rudd RA, Seth P, David F, Scholl L. Increases in drug and opioid-
involved overdose deaths—United States, 2010–2015. MMWR
Morb Mortal Wkly Rep. 2016;65(5051):1445–52.

8. Guy GP, Zhang K, Bohm MK, Losby J, Lewis B, Young R, et al.
Vital signs: changes in opioid prescribing in the United States,
2006–2015. MMWR Morb Mortal Wkly Rep. 2017;66(26):697–
704.

9. Levy B, Paulozzi L, Mack KA, Jones CM. Trends in opioid
analgesic-prescribing rates by specialty, U.S., 2007-2012. Am J
Prev Med. 2015;49(3):409–13 Elsevier.

10. University of Wisconsin Pain & Policy Studies Group. Global
opioid consumption. [Internet]. 2015. Available from: http://
www.painpolicy.wisc.edu/global.

11. Haffajee RL, Mello MM, Zang F, Zaslavsky AM, Larochelle MR,
Wharam JF. Four states with robust prescription drug monitoring
programs reduced opioid dosages. Health Aff. 2018;37(6).

12. Seth P, Rudd RA, Noonan RK, Haegerich TM. Quantifying the
epidemic of prescription opioid overdose deaths. Am J Public
Health. 2018;108(4):500–2.

13. Center for Behavioral Health Statistics and Quality. 2015 national
survey on drug use and health: detailed tables. Rockville:
Substance Abuse and Mental Health Services Administration;
2016.

14. Schuchat A, Houry D, Guy GP. New data on opiod use and pre-
scribing in the United States. JAMA. 2017;30329: Published on-
line July 6, 2017. https://doi.org/10.1001/jama.20.

15. Strain EC, Harrison JA, Bigelow GE. Induction of opioid-
dependent individuals onto buprenorphine and buprenorphine/
naloxone soluble films. Clin Pharmacol Ther. 2011;89(3):443–9.

16. United States Congress. Drug addiction treatment act of 2000.
[Internet]. 2000 [cited 2017 Jan 1]. Available from: https://www.
deadiversion.usdoj.gov/pubs/docs/dwp_buprenorphine.htm.

17. Substance Abuse and Mental Health Services Administration.
Apply to increase patient limits [Internet]. 2017 [cited 2018
Jul 11]. p. 2728. Available from: https://www.samhsa.gov/
medication-assisted-treatment/buprenorphine-waiver-
management/increase-patient-limits.

18. D’Onofrio G, Chawarski MC, O’Connor PG, Pantalon MV,
Busch SH, Owens PH, et al. Emergency department-initiated
buprenorphine for opioid dependence with continuation in prima-
ry care: outcomes during and after intervention. J Gen InternMed.
2017;32(6):660–6.

19. D’Onofrio G, O’Connor PG, Pantalon MV, Chawarski MC,
Busch SH, Owens PH, et al. Emergency department-initiated
buprenorphine/naloxone treatment for opioid dependence: a ran-
domized clinical trial. JAMA. 2015;313(16):1636–44.

20. Stein BD, Gordon AJ, Dick AW, Burns RM, Pacula RL, Farmer
CM, et al. Supply of buprenorphine waivered physicians: the in-
fluence of state policies. J Subst Abuse Treat. Elsevier Inc.
2015;48(1):104–11.

21. Hadland SE, Frank Wharam JW, Schuster MA, Zhang F,
Samet JH, Larochel le MR. Trends in rece ip t of
buprenorphine and naltrexone for opioid use disorder
among adolescents and young adults, 2001–2014. JAMA
Pediatr. 2017;171:747–55.

J. Med. Toxicol.

http://www.painpolicy.wisc.edu/global
http://www.painpolicy.wisc.edu/global
https://doi.org/10.1001/jama.20
https://www.deadiversion.usdoj.gov/pubs/docs/dwp_buprenorphine.htm
https://www.deadiversion.usdoj.gov/pubs/docs/dwp_buprenorphine.htm
https://www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/increase-patient-limits
https://www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/increase-patient-limits
https://www.samhsa.gov/medication-assisted-treatment/buprenorphine-waiver-management/increase-patient-limits


22. Bazazi AR, Yokell M, Fu JJ, Rich JD, Zaller ND. Illicit use of
buprenorphine/naloxone among injecting and noninjecting opioid
users. J Addict Med. 2011;5(3):175–80.

23. Johanson CE, Arfken CL, di Menza S, Schuster CR. Diversion
and abuse of buprenorphine: findings from national surveys of
treatment patients and physicians. Drug Alcohol Depend.
Elsevier Ireland Ltd. 2012;120(1–3):190–5.

24. Wesson DR, Ling W. The Clinical Opiate Withdrawal Scale
(COWS). J Psychoactive Drugs. 2003;35(2):253–9.

25. McNicholas L, Consensus Panel Chair. Clinical guidelines for the
use of buprenorphine in the treatment of opioid addiction
[Internet]. Vol. 40, Treatment improvement protocol. 2004. 1–
172 p. Available from: http://www.buprenorphine.samhsa.gov/
Bup_Guidelines.pdf.

26. Schuckit MA. Treatment of opioid-use disorders. N Engl J Med.
2016;375(4):357–68.

27. Orman JS, Keating GM, Renzelli CM, Robinson SE.
Buprenorphine/naloxone. A review of its use in the treatment of
opioid dependence. Drugs. 2009;69(5):577–607.

28. Lutfy K, Cowan A. Buprenorphine: a unique drug with complex
pharmacology. Curr Neuropharmacol. 2004;2(4):395–402.

29. Huang P, Kehner GB, Cowan A, Liu-Chen LY. Comparison of
pha rmaco log ica l ac t iv i t i e s o f bup reno rph ine and
norbuprenorphine: norbuprenorphine is a potent opioid agonist. J
Pharmacol Exp Ther. 2001;297(2):688–95.

30. Robinson SE. Buprenorphine: an analgesic with an expanding role
in the treatment of opioid addiction. CNS Drug Rev. 2002;8(4):
377–90.

31. Leander J. Buprenorphine has potent kappa opioid receptor antag-
onist activity. Neuropharmacology. 1987;26(9):1445–7.

32. Johnson RE, Fudala PJ, Payne R. Buprenorphine: considerations
for pain management. J Pain Symptom Manag. 2005;29(3):297–
326.

33. Goldfrank’s toxicologic emergencies. 10th ed. McGraw-Hill
Education/Medical; 2015. 493–494 p.

34. Mendelson J, Upton RA, Everhart ET, Jacob P 3rd, Jones RT.
Bioavailability of sublingual buprenorphine. J Clin Pharmacol.
1997;37(1):31–7.

35. Chiang C. Pharmacokinetics of the combination tablet of
buprenorphine and naloxone. Drug Alcohol Depend.
2003;70(2):S39–47.

36. Alhaddad H, Cisternino S, Declèves X, Tournier N, Schlatter J,
Chiadmi F, et al. Respiratory toxicity of buprenorphine results
from the blockage of P-glycoprotein-mediated efflux of
norbuprenorphine at the blood–brain barrier in mice. Crit Care
Med. 2012;40(12):3215–23.

37. FDA approves first generic versions of Suboxone sublingual film,
which may increase access to treatment for opioid dependence
[Internet]. [cited 2018 Oct 9]. Available from: https://www.fda.
gov/newsevents/newsroom/pressannouncements/ucm610807.
htm.

38. BELBUCA (buprenorphine) buccal film [Internet]. [cited 2018
Oct 9]. Available from: https://www.accessdata.fda.gov/
drugsatfda_docs/nda/2015/207932Orig1s000TOC.cfm.

39. Substance Abuse and Mental Health Services Administration,
Center for Behavioral Health Statistics and Quality. (January 29
2013). The DAWN Report: emergency department visits involv-
ing buprenorphine. Rockville, MD. The CBHSQ Report. 2013.

40. Mark T, Kassed C, Vandivort-Warren R, Levit K, Kranzler H.
Alcohol and opioid dependence medications: prescription trends,
overall and by physician specialty. Drug Alcohol Depend.
2009;99(301):345–9.

41. Daniulaityte R, Carlson R, BrighamG, Cameron D, Sheth A, et al.
BSub is a weird drug:^ a web-based study of lay attitudes about use
of buprenorphine to self-treat opioid withdrawal symptoms. Am J
Addict. 2015;24(5):403–9.

42. Genberg BL, Gillespie M, Schuster CR, Johanson CE,
Astemborski J, Kirk GD, et al. Prevalence and correlates of
street-obtained buprenorphine use among current and former in-
jectors in Baltimore, Maryland. Addict Behav. Elsevier Ltd.
2013;38(12):2868–73.

43. Bi-Mohammed Z, Wright NM, Hearty P, King N, Gavin H.
Prescription opioid abuse in prison settings: a systematic review
of prevalence, practice and treatment responses. Drug Alcohol
Depend. Elsevier Ireland Ltd. 2017;171:122–31.

44. Mowry JB, Spyker DA, BrooksDE, Zimmerman A, Schauben JL.
2015 annual report of the American Association of Poison Control
Centers’ National Poison Data System (NPDS): 33rd annual re-
port. Clin Toxicol. 2016;54(10):924–1109.

45. Paone D, Tuazon E, Stajic M, Sampson B, Allen B, Mantha S,
et al. Buprenorphine infrequently found in fatal overdose in New
York City. Drug Alcohol Depend. Elsevier Ireland Ltd. 2015;155:
298–301.

46. Walsh SL, Preston KL, Stitzer ML, Cone EJ, Bigelow GE.
Clinical pharmacology of buprenorphine: ceiling effects at high
doses. Clin Pharmacol Ther. 1994;55(5):569–80.

47. Walsh SL, Preston KL, Bigelow GE, Stitzer ML. Acute adminis-
tration of buprenorphine in humans: partial agonist and blockade
effects. J Pharmacol Exp Ther. 1995;274(1):361–72.

48. Dahan A,YassenA, Romberg R, Sarton E, Teppema L, Olofsen E,
et al. Buprenorphine induces ceiling in respiratory depression but
not in analgesia. Br J Anaesth. 2006;96(5):627–32.

49. Lee SC, Klein-Schwartz W, Doyon S, Welsh C. Comparison of
toxicity associated with nonmedical use of benzodiazepines with
buprenorphine or methadone. Drug Alcohol Depend. Elsevier
Ireland Ltd. 2014;138(1):118–23.

50. HäkkinenM, Launiainen T, Vuori E, Ojanperä I. Benzodiazepines
and alcohol are associated with cases of fatal buprenorphine poi-
soning. Eur J Clin Pharmacol. 2012;68(3):301–9.

51. Bardy G, Cathala P, Eiden C, Baccino E, Petit P, Mathieu O. An
unusual case of death probably triggered by the association of
buprenorphine at therapeutic dose with ethanol and benzodiaze-
pines and with very low norbuprenorphine level. J Forensic Sci.
2015;60(s1):S269–71.

52. Hayes BD, Klein-Schwartz W, Doyon S. Toxicity of
buprenorphine overdoses in children. Pediatrics. 2008;121(4):
e782–6.

53. Thomas KC,MalheiroM, Crouch B, Porucznik C. Buprenorphine
prescribing practices and exposures reported to a poison center—
Utah, 2002-2011. MMWRMorb Mortal Wkly Rep. 2012;61(49):
997–1001.

54. Bellot B, Michel F, Thomachot L, Chaumoitre K, Battaglia F,
Lagier P. Acute leukoencephalopathy after buprenorphine intoxi-
cation in a 2-year-old child. Eur J Paediatr Neurol. Elsevier Ltd.
2011;15(4):368–71.

55. Geib A-J, Babu K, Ewald MB, Boyer EW. Adverse effects in
children after unintentional buprenorphine exposure. Pediatrics.
2006;118(4):1746–51.

56. Kim HK, Smiddy M, Hoffman RS, Nelson LS. Buprenorphine
may not be as safe as you think: a pediatric fatality from uninten-
tional exposure. Pediatrics. 2012;130(6):e1700–3.

57. Lavonas EJ, Banner W, Bradt P, Bucher-Bartelson B, Brown KR,
Rajan P, et al. Root causes, clinical effects, and outcomes of unin-
tentional exposures to buprenorphine by young children. J Pediatr.
Elsevier Ltd. 2013;163(5):1377–83.e1-3.

58. Lovegrove MC, Mathew J, Hampp C, Governale L, Wysowski
DK, Budnitz DS. Emergency hospitalizations for unsupervised
prescription medication ingestions by young children. Pediatrics.
2014;134(4):e1009–16.

59. Knopf A. Reckitt pulls suboxone tablets, citing pediatric expo-
sures [Internet]. 2012 [cited 2017 Sep 5]. Available from: http://

J. Med. Toxicol.

http://www.buprenorphine.samhsa.gov/Bup_Guidelines.pdf
http://www.buprenorphine.samhsa.gov/Bup_Guidelines.pdf
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm610807.htm
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm610807.htm
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm610807.htm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207932Orig1s000TOC.cfm
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2015/207932Orig1s000TOC.cfm
http://www.alcoholismdrugabuseweekly.com/article-detail/reckitt-pulls-suboxone-tablets-citing-pediatric-exposures.aspx


www.alcoholismdrugabuseweekly.com/article-detail/reckitt-
pulls-suboxone-tablets-citing-pediatric-exposures.aspx.

60. Budnitz DS, Lovegrove MC, Sapiano MRP, Mathew J, Kegler
SR, Geller AI, et al. Notes from the field: pediatric emergency
department visits for buprenorphine/naloxone ingestion—United
States, 2008-2015. MMWR Morb Mortal Wkly Rep.
2016;65(41):1148–9.

61. Toce MS, Burns MM, O’Donnell KA. Clinical effects of uninten-
tional pediatric buprenorphine exposures: experience at a single
tertiary care center. Clin Toxicol. Informa UK Limited, trading as
Taylor 8 Francis Group. 2017;55(1):12–7.

62. Lam J, Baello S, IqbalM, Kelly LE, Shannon PT, Chitayat D, et al.
The ontogeny of P-glycoprotein in the developing human blood–
brain barrier: implication for opioid toxicity in neonates. Pediatr
Res. 2015;78(4):417–21.

63. Daood M, Tsai C, Ahdab-Barmada M, Watchko JF. ABC trans-
porter (P-gp/ABCB1, MRP1/ABCC1, BCRP/ABCG2) expres-
sion in the developing human CNS. Neuropediatrics.
2008;39(4):211–8.

64. Mégarbane B, Alhaddad H. P-glycoprotein should be considered
as an additional factor contributing to opioid-induced respiratory
depression in paediatrics: the buprenorphine example. Br J
Anaesth. 2013;110(5):842.

65. Brown SM, Campbell SD, Crafford A, Regina KJ, Holtzman MJ,
Kharasch ED. P-glycoprotein is a major determinant of
norbuprenorphine brain exposure and antinociception. J
Pharmacol Exp Ther. 2012;343(1):53–61.

66. Park HJ, Shinn HK, Ryu SH, Lee HS, Park CS, Kang JH. Genetic
polymorphisms in the ABCB1 gene and the effects of fentanyl in
Koreans. Clin Pharmacol Ther. 2007;81(4):539–46.

67. Lee S, Klein-Schwartz W, Welsh C, Doyon S. Medical outcomes
associated with nonmedical use of methadone and buprenorphine.
J Emerg Med. Elsevier Ltd. 2013;45(2):199–205.

68. Van Dorp E, Yassen A, Sarton E, Romberg R, Olofsen E,
Teppema L, et al. Naloxone reversal of buprenorphine-induced
respiratory depression. Anesthesiology. 2006;105(1):51–7.

69. Rzasa Lynn R, Galinkin JL. Naloxone dosage for opioid reversal:
current evidence and clinical implications. Ther Adv Drug Saf.
2018;9(1):63–88.

70. McDonald EM, Kennedy-Hendricks A, McGinty EE, Shields
WC, Barry CL, Gielen AC. Safe storage of opioid pain relievers
among adults living in households with children. Pediatrics.
2017;139(3):e20162161.

71. Mattick RP, Breen C, Kimber J, Davoli M. Buprenorphine main-
tenance versus placebo or methadone maintenance for opioid de-
pendence. In: Cochrane Database of Systematic Reviews. 2014. p.
1–61.

72. Nielsen S, Larance B, Degenhardt L, Gowing L, Kehler C,
Lintzeris N. Opioid agonist treatment for pharmaceutical opioid
dependent people. Cochrane Database Syst Rev. 2016;2016(5).

73. Sordo L, Barrio G, Bravo MJ, Indave BI, Degenhardt L, Wiessing
L, et al. Mortality risk during and after opioid substitution treat-
ment: systematic review and meta-analysis of cohort studies.
BMJ. 2017;357357:j1550.

74. Davis JM, Shenberger J, Terrin N, Breeze JL, Hudak M, Wachman
EM, et al. Comparison of safety and efficacy of methadone vs
morphine for treatment of neonatal abstinence syndrome: a random-
ized clinical trial. JAMA Pediatr. 2018;02111:1–8.

75. Salsitz E, Wiegand T. Pharmacotherapy of opioid addiction:
Bputting a real face on a false demon.^. J Med Toxicol.
2016;12(1):58–63.

76. Kristensen K, Christensen CB, Christrup LL. The mu1, mu2, del-
ta, kappa opioid receptor binding profiles of methadone stereoiso-
mers and morphine. Life Sci. 1995;56(2):PL45–50.

77. Gorman AL, Elliott KJ, Inturrisi CE. The d- and l-isomers of
methadone bind to the non-competitive site on the N-methyl-D-

aspartate (NMDA) receptor in rat forebrain and spinal cord.
Neurosci Lett. 1997;223(1):5–8.

78. Dale O, Hoffer C, Sheffels P, Kharasch ED. Disposition of nasal,
intravenous, and oral methadone in healthy volunteers. Clin
Pharmacol Ther. 2002;72(5):536–45.

79. Wolff K, Rostami-Hodjegan A, Shires S, Hay AW, Feely M,
Calvert R, et al. The pharmacokinetics of methadone in healthy
subjects and opiate users. Br J Clin Pharmacol. 1997;44(4):325–
34.

80. Meresaar U, Nilsson MI, Holmstrand J, Änggård E. Single dose
pharmacokinetics and bioavailability of methadone in man studied
with a stable isotope method. Eur J Clin Pharmacol. 1981;20(6):
473–8.

81. Fredheim OMS, Moksnes K, Borchgrevink PC, Kaasa S, Dale O.
Clinical pharmacology of methadone for pain. Acta Anaesthesiol
Scand. 2008;52(7):879–89.

82. Eap CB, Cuendet C, Baumann P. Binding of d-methadone, l-meth-
adone, and dl-methadone to proteins in plasma of healthy volun-
teers: role of the variants of alpha 1-acid glycoprotein. Clin
Pharmacol Ther. 1990;47(3):338–46.

83. Auret K, Roger Goucke C, Ilett KF, Page-Sharp M, Boyd F, Oh
TE. Pharmacokinetics and pharmacodynamics of methadone en-
antiomers in hospice patients with cancer pain. Ther Drug Monit.
2006;28(3):359–66.

84. Kharasch ED, Stubbert K. Role of cytochrome P4502B6 in meth-
adone metabolism and clearance. J Clin Pharmacol. 2013;53(3):
305–13.

85. Zanger UM, Klein K. Pharmacogenetics of cytochrome P450 2B6
(CYP2B6): advances on polymorphisms, mechanisms, and clini-
cal relevance. Front Genet. 2013;4:1–12.

86. Dennis BB, BaworM, Thabane L, Sohani Z, Samaan Z. Impact of
ABCB1 and CYP2B6 genetic polymorphisms on methadone me-
tabolism, dose and treatment response in patients with opioid ad-
diction: a systematic review and meta-analysis. PLoS One.
2014;9(1).

87. Kharasch ED, Regina KJ, Blood J, Friedel C. Methadone pharma-
cogenetics: CYP2B6 polymorphisms determine plasma concen-
trations, clearance, and metabolism. Anesthesiology. 2015;123(5):
1142–53.

88. Hamilton SP, Nunes EV, JanalM,Weber L. The effect of sertraline
on methadone plasma levels in methadone-maintenance patients.
Am J Addict. 2000;9(1):63–9.

89. Walsky RL, Astuccio AV, Obach RS. Evaluation of 227 drugs for
in vitro inhibition of cytochrome P450 2B6. J Clin Pharmacol.
2006;46(12):1426–38.

90. Meemken L, Hanhoff N, Tseng A, Christensen S, Gillessen A.
Drug-drug interactions with antiviral agents in people who inject
drugs requiring substitution therapy. Ann Pharmacother.
2015;49(7):796–807.

91. Dinis-Oliveira RJ. Metabolomics of methadone: clinical and fo-
rensic toxicological implications and variability of dose response.
Drug Metab Rev. 2016;48(4):568–76.

92. Herrlin K, Segerdahl M, Gustafsson LL, Kalso E. Methadone,
ciprof loxacin, and adverse drug react ions . Lancet .
2000;356(9247):2069–70.

93. Mclellan RA, Drobitch RK, Monshouwer M, Renton KW.
Fluoroquinolone antibiotics inhibit cytochrome P450-mediated
microsomal drug metabolism in rat and human. Drug Metab
Dispos. 1996;24(10):1134–8.

94. Jones CM, Baldwin GT, Manocchio T, White JO, Mack KA.
Trends in methadone distribution for pain treatment, methadone
diversion, and overdose deaths—United States, 2002–2014.
MMWR Morb Mortal Wkly Rep. 2016;65(26):667–71.

95. Paulozzi LJ, Mack K a, Jones CM. Vital signs: risk for overdose
from methadone used for pain relief—United States, 1999-2010.
Morb Mortal Wkly Rep. 2012;61(26):493–7.

J. Med. Toxicol.

http://www.alcoholismdrugabuseweekly.com/article-detail/reckitt-pulls-suboxone-tablets-citing-pediatric-exposures.aspx
http://www.alcoholismdrugabuseweekly.com/article-detail/reckitt-pulls-suboxone-tablets-citing-pediatric-exposures.aspx


96. Drummer OH, Opeskin K, Syrjanen M, Cordner SM. Methadone
toxicity causing death in ten subjects starting on a methadone
maintenance program. Am J Forensic Med Pathol. 1992;13(4):
346–50.

97. Wedam EF, Bigelow GE, Johnson RE, Nuzzo PA, Haigney MCP.
QT-interval effects of methadone, levomethadyl, and
buprenorphine in a randomized trial. Arch Intern Med.
2007;167(22):2469–75.

98. Katchman AN. Influence of opioid agonists on cardiac human
ether-a-go-go-related gene K+ currents. J Pharmacol Exp Ther.
2002;303(2):688–94.

99. Isbister GK, Brown AL, Gill A, Scott AJ, Calver L, Dunlop AJ.
QT interval prolongation in opioid agonist treatment: analysis of
continuous 12-lead electrocardiogram recordings. Br J Clin
Pharmacol. 2017.

100. Anchersen K, Clausen T, Gossop M, Hansteen V, Waal H.
Prevalence and clinical relevance of corrected QT interval prolon-
gation during methadone and buprenorphine treatment: a mortal-
ity assessment study. Addiction. 2009;104(6):993–9.

101. Florian J, Garnett CE, Nallani SC, Rappaport BA, Throckmorton
DC. A modeling and simulation approach to characterize metha-
done QT prolongation using pooled data from five clinical trials in
MMT patients. Clin Pharmacol Ther. Nature Publishing Group.
2012;91(4):666–72.

102. Priori SG, Schwartz PJ, Napolitano C, Bloise R, Ronchetti E,
Grillo M, et al. Risk stratification in the long-QT syndrome. N
Engl J Med. 2003;348(19):1866–74.

103. Bednar MM, Harrigan EP, Ruskin JN. Torsades de pointes asso-
ciated with nonantiarrhythmic drugs and observations on gender
and QTc. Am J Cardiol. 2002;89(11):1316–9.

104. Krantz MJ, Lewkowiez L, Hays H, Woodroffe MA, Robertson
AD, Mehler PS. Torsade de pointes associated with very-high-
dose methadone. Ann Intern Med. 2002;137(6):501–4.

105. Pearson EC, Woosley RL. QT prolongation and torsades de
pointes among methadone users: reports to the FDA spontaneous
reporting system. Pharmacoepidemiol Drug Saf. 2005;14(11):
747–53.

106. Flory JH, Wiesenthal AC, Thaler HT, Koranteng L, Moryl N.
Methadone use and the risk of hypoglycemia for inpatients with
cancer pain. J Pain Symptom Manag. Elsevier Inc. 2016;51(1):
79–87.e1.

107. Moryl N, Pope J, Obbens E. Hypoglycemia during rapid metha-
done dose escalation. J Opioid Manag. 2013;9(1):29–34.

108. Toce MS, Stefater MA, Breault DT, Burns MM. A case report of
methadone-associated hypoglycemia in an 11-month-old male.
Clin Toxicol. Informa UK Limited, trading as Taylor & Francis
Group; 2017:1–3.

109. Masharani U, Alba D. Methadone-associated hypoglycemia in
chronic renal failure masquerading as an insulinoma. Pain Med.
2017:1–3.

110. Goldfrank L, Weisman RS, Errick JK, Lo MW. A dosing nomo-
gram for continuous infusion intravenous naloxone. Ann Emerg
Med. 1986;15(5):566–70.

111. Krantz MJ, Martin J, Stimmel B, Mehta D, Haigney MCP. Annals
of internal medicine clinical guidelines QTc interval screening in
methadone treatment. 2013.

112. Hoshino K, Ogawa K, Hishitani T, Isobe T, Eto Y. Optimal ad-
ministration dosage of magnesium sulfate for torsades de pointes
in children with long QT syndrome. J Am Coll Nutr. 2004;23(5):
497S–500S.

113. Tzivoni D, Banai S, Schuger C, Benhorin J, Keren A, Gottlieb S,
et al. Treatment of torsade de pointes with magnesium sulfate.
Circulation. 1988;77(2):392–7.

114. Gupta A, Lawrence AT, Krishnan K, Kavinsky CJ, Trohman RG.
Current concepts in the mechanisms and management of drug-

induced QT prolongation and torsade de pointes. Am Heart J.
2007;153(6):891–9.

115. Othong R, Devlin JJ, Kazzi ZN. Medical toxicologists’ practice
patterns regarding drug-induced QT prolongation in overdose pa-
tients: a survey in the United States of America, Europe, and Asia
Pacific region. Clin Toxicol. 2015;53(4):204–9.

116. Gowing L, Farrell M, Ali R, White JM. Alpha2-adrenergic ago-
nists for the management of opioid withdrawal. Cochrane
Database Syst Rev. 2016;5:CD002024.

117. Catapres Package Insert [Internet]. [cited 2018 Jul 12]. Available
from: https://www.accessdata.fda.gov/drugsatfda_docs/label/
2012/017407s037lbl.pdf.

118. Seger DL. Clonidine toxicity revisited. J Toxicol Clin Toxicol.
2002;40(2):145–55.

119. Baselt R. Disposition of toxic drugs and chemicals in man. 9th ed.
Seal Beach: Biomedical Publications; 2011.

120. Dollery CT, Davies DS, Draffan GH, Dargie HJ, Dean CR, Reid
JL, et al. Clinical pharmacology and pharmacokinetics of cloni-
dine. Clin Pharmacol Ther. 1976;19(1):11–7.

121. Lowenthal DT, Matzek KM, MacGregor TR. Clinical pharmaco-
kinetics of clonidine. Clin Pharmacokinet. 1988;14(5):287–310.

122. Szabo B. Imidazoline antihypertensive drugs: a critical review on
their mechanism of action. Pharmacol Ther. 2002;93(1):1–35.

123. Correa-Sales C, Rabin BC, Maze M. A hypnotic response to
dexmedetomidine, an alpha 2 agonist, is mediated in the locus
coeruleus in rats. Anesthesiology. 1992;76(6):948–52.

124. Saunders C, Limbird LE. Localization and trafficking of alpha2-
adrenergic receptor subtypes in cells and tissues. Pharmacol Ther.
1999;84:193–205.

125. Wang W, Yuan W, Ren A, Pan Y, Tang C, Su D. Role of I1-
imidazoline receptors within the caudal ventrolateral medulla in
cardiovascular responses to clonidine in rats. J Cardiovasc
Pharmacol. 2003;42(1):1–9.

126. Ernsberger P, Giuliano R,Willette RN, Reis DJ. Role of imidazole
receptors in the vasodepressor response to clonidine analogs in the
rostral ventrolateral medulla. J Pharmacol Exp Ther. 1990;253(1):
408–18.

127. Lowry J a, Brown JT. Significance of the imidazoline receptors in
toxicology. Clin Toxicol. 2014;52(5):454–69.

128. Farsang C, Kapocsi J, Vajda L, Varga K, Malisak Z, Fekete M,
et al. Reversal by naloxone of the antihypertensive action of clo-
nidine: involvement of the sympathetic nervous system.
Circulation. 1984;69(3):461–7.

129. Farsang C, Ramirez-Gonzalez MD, Mucci L, Kunos G. Possible
role of an endogenous opiate in the cardiovascular effects of cen-
tral alpha adrenoceptor stimulation in spontaneously hypertensive
rats. J Pharmacol Exp Ther. 1980;214(1):203–8.

130. Kunos G, Farsang C, Ramirez-Gonzales MD. Beta-endorphin:
possible involvement in the antihypertensive effect of central
alpha-receptor activation. Science. 1981;211(4477):82–4.

131. Kunos G, Mosqueda-Garcia R, Mastrianni JA, Abbott FV.
Endorphinergic mechanism in the central cardiovascular and an-
algesic effects of clonidine. Can J Physiol Pharmacol. 1987;65(8):
1624–32.

132. Bhalla S, Rapolaviciute V, Gulati A. Determination of α2-
adrenoceptor and imidazoline receptor involvement in augmenta-
tion of morphine and oxycodone analgesia by agmatine and
BMS182874. Eur J Pharmacol. 2011;651(1–3):109–21.

133. Spaulding TC, Fielding S, Venafro JJ, Lal H. Antinociceptive
activity of clonidine and its potentiation of morphine analgesia.
Eur J Pharmacol. 1979;58(1):19–25.

134. Nichols MH, King WD, James LP. Clonidine poisoning in
Jefferson County, Alabama. Ann Emerg Med. 1997;29(4):511–7.

135. Klein-Schwartz W. Trends and toxic effects from pediatric cloni-
dine exposures. Arch Pediatr Adolesc Med. 2002;156(4):392–6.

J. Med. Toxicol.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/017407s037lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/017407s037lbl.pdf


136. Isbister GK, Heppell SP, Page CB, Ryan NM. Adult clonidine
overdose: prolonged bradycardia and central nervous system de-
pression, but not severe toxicity. Clin Toxicol. 2017;55(3):187–
92.

137. Frye CB, Vance MA. Hypertensive crisis and myocardial infarc-
tion following massive clonidine overdose. Ann Pharmacother.
2000;34(5):611–5.

138. Perruchoud C, Bovy M, Durrer A, Rosato M, Rutschmann B,
Mustaki JP, et al. Severe hypertension following accidental cloni-
dine overdose during the refilling of an implanted intrathecal drug
delivery system. Neuromodulation. 2012;15(1):31–4.

139. Wang GS, Le Lait MC, Heard K. Unintentional pediatric expo-
sures to central alpha-2 agonists reported to the national poison
data system. J Pediatr. Elsevier Ltd. 2014;164(1):149–52.

140. Romano MJ, Dinh A. A 1000-fold overdose of clonidine caused
by a compounding error in a 5-year-old child with attention-defi-
cit/hyperactivity disorder. Pediatrics. 2001;108(2):471–2.

141. Niemann JT, Getzug T, Murphy W. Reversal of clonidine toxicity
by naloxone. Ann Emerg Med. 1986;15(10):1229–31.

142. Seger DL, Loden JK. Naloxone reversal of clonidine toxicity:
dose, dose, dose. Clin Toxicol. Informa UK Limited, trading as
Taylor & Francis Group; 2018:1–7.

143. Gish EC, Miller JL, Honey BL, Johnson PN. Lofexidine, an α2-
receptor agonist for opioid detoxification. Ann Pharmacother.
2010;44:343–51.

144. FDA approves the first non-opioid treatment for management of
opioid withdrawal symptoms in adults [Internet]. [cited 2018 Sep
24]. Available from: https://www.fda.gov/newsevents/newsroom/
pressannouncements/ucm607884.htm.

145. Kahn A, Mumford JP, Rogers GA, Beckford H. Double-blind
study of lofexidine and clonidine in the detoxification of opiate
addicts in hospital. Drug Alcohol Depend. 1997;44(1):57–61.

146. Lin SK, Strang J, Su LW, Tsai CJ, Hu WH. Double-blind
randomised controlled trial of lofexidine versus clonidine in the
treatment of heroin withdrawal. Drug Alcohol Depend.
1997;48(2):127–33.

147. Carnwath T, Hardman J. Randomised double-blind comparison of
lofexidine and clonidine in the out-patient treatment of opiate
withdrawal. Drug Alcohol Depend. 1998;50(3):251–4.

148. Schmittner J, Schroeder JR, Epstein DH, Krantz MJ, Eid NC,
Preston KL. Electrocardiographic effects of lofexidine and meth-
adone coadministration: secondary findings from a safety study.
Pharmacotherapy. 2009;29(5):495–502.

149. Lasoff DR, Koh CH, Corbett B, Minns AB, Cantrell FL.
Loperamide trends in abuse and misuse over 13 years: 2002-
2015. Pharmacotherapy. 2017;37(2):249–53.

150. Kaplan MA, Prior MJ, McKonly KI, DuPont HL, Temple AR,
Nelson EB. A multicenter randomized controlled trial of a liquid
loperamide product versus placebo in the treatment of acute diar-
rhea in children. Clin Pediatr (Phila). 1999;38:579–91.

151. Baker DE. Loperamide: a pharmacological review. Rev
Gastroenterol Disord. 2007;7(Suppl 3):S11–8.

152. Wu PE, Juurlink DN. Clinical review: loperamide toxicity. Ann
Emerg Med. American College of Emergency Physicians.
2017;70(2):245–52.

153. Kim KA, Chung J, Jung DH, Park JY. Identification of cytochrome
P450 isoforms involved in the metabolism of loperamide in human
liver microsomes. Eur J Clin Pharmacol. 2004;60(8):575–81.

154. Awouters F, Niemegeers CJ, Janssen PA. Pharmacology of antidi-
arrheal drugs. Annu Rev Pharmacol Toxicol. 1983;23(113):279–
301.

155. Mackerer CR, Clay GA, Dajani EZ. Loperamide binding to opiate
receptor sites of brain and myenteric plexus. J Pharmacol Exp
Ther. 1976;199(1):131–40.

156. De Haven-Hudkins DL, Cowan A, Cortes Burgos L, Daubert JD,
Cassel JA, DeHaven RN, et al. Antipruritic and antihyperalgesic

actions of loperamide and analogs. Life Sci. 2002;71(23):2787–
96.

157. DeHaven-Hudkins DL, Burgos LC, Cassel JA, Daubert JD,
DeHaven RN, Mansson E, et al. Loperamide (ADL 2-1294), an
opioid antihyperalgesic agent with peripheral selectivity. J
Pharmacol Exp Ther. 1999;289(1):494–502.

158. Montesinos RN, Moulari B, Gromand J, Beduneau A, Lamprecht
A, Pellequer Y. Coadministration of p-glycoprotein modulators on
loperamide pharmacokinetics and brain distribution. Drug Metab
Dispos. 2014;42(4):700–6.

159. Wandel C, Kim R, Wood M, Wood A. Interaction of morphine,
fentanyl, sufentanil, alfentanil, and loperamide with the efflux
drug transporter P-glycoprotein. Anesthesiology. 2002;96(4):
913–20.

160. Sadeque AJM, Wandel C, He H, Shah S, Wood AJJ. Increased
drug delivery to the brain by P-glycoprotein inhibition. Clin
Pharmacol Ther. 2000;68(3):231–7.

161. Ekins S, Balakin KV, Savchuk N, Ivanenkov Y. Insights for hu-
man ether-a-go-go-related gene potassium channel inhibition
using recursive partitioning and Kohonen and Sammon mapping
techniques. J Med Chem. 2006;49(17):5059–71.

162. Harmer AR, Valentin J-P, Pollard CE. On the relationship between
block of the cardiac Na+ channel and drug-induced prolongation
of the QRS complex. Br J Pharmacol. 2011;164(2):260–73.

163. Kang J, Compton DR, Vaz RJ, Rampe D. Proarrhythmic mecha-
nisms of the common anti-diarrheal medication loperamide: reve-
lations from the opioid abuse epidemic. Naunyn Schmiedebergs
Arch Pharmacol. 2016;389(10):1133–7.

164. Bhatti Z, Norsworthy J, Szombathy T. Loperamide metabolite-
induced cardiomyopathy and QTc prolongation. Clin Toxicol.
Informa UK Limited, trading as Taylor 8 Francis Group; 2017:1–3.

165. Marraffa JM, Holland MG, Sullivan RW, Morgan BW, Oakes JA,
Wiegand TJ, et al. Cardiac conduction disturbance after
loperamide abuse. Clin Toxicol. 2014;52(9):952–7.

166. Rasla S, St Amand A, Garas MK, El Meligy A, Minami T.
Unexpected serious cardiac arrhythmias in the setting of
loperamide abuse. R I Med J. 2017;100(4):33–6.

167. Wightman RS, Hoffman RS, Howland MA, Rice B, Biary R,
Lugassy D. Not your regular high cardiac dysrhythmias caused
by loperamide. Clin Toxicol. 2016;54(5):454–8.

168. Daniulaityte R, Carlson R, Falck R, Cameron D, Perera S, Chen L,
et al. BI just wanted to tell you that loperamide WILLWORK^: a
web-based study of extra-medical use of loperamide. Drug
Alcohol Depend. Elsevier Ireland Ltd. 2013;130(1–3):241–4.

169. Vakkalanka JP, Charlton NP, Holstege CP. Epidemiologic trends
in loperamide abuse and misuse. Ann Emerg Med. 2016:73–8.

170. Yu JH, Kim HJ, Lee S, Hwang SJ, Kim W, Moon CJ. LC-MS
determination and bioavailability study of loperamide hydrochlo-
ride after oral administration of loperamide capsule in human vol-
unteers. J Pharm Biomed Anal. 2004;36(2):421–7.

171. Eggleston W, Clark KH, Marraffa JM. Loperamide abuse associ-
ated with cardiac dysrhythmia and death. Ann Emerg Med.
2016;69(1):83–6.

172. Bishop-Freeman SC, Feaster MS, Beal J, Miller A, Hargrove RL,
Brower JO, et al. Loperamide-related deaths in North Carolina. J
Anal Toxicol. 2016;40(8):677–86.

173. Friedli G, Haenggeli C-A. Loperamide overdose managed by nal-
oxone. Lancet. 1980;315(8183):1413.

174. Khan IA, Long QT. Syndrome: diagnosis and management. Am
Heart J. 2002;143(1):7–14.

175. Eggleston W, Nacca N, Marraffa JM. Loperamide toxicokinetics:
serum concentrations in the overdose setting. Clin Toxicol.
2015;53(5):495–6.

176. Katz KD, Cannon RD, Cook MD, Amaducci A, Day R, Enyart J,
et al. Loperamide-induced torsades de pointes: a case series. J
Emerg Med. Elsevier Inc. 2017;53(3):339–44.

J. Med. Toxicol.

https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm607884.htm
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm607884.htm


177. Lasoff DR, Schneir A. Ventricular dysrhythmias from loperamide
misuse. J Emerg Med. Elsevier Inc. 2016;50(3):508–9.

178. Suwanlert S. A study of kratom eaters in Thailand. Bull Narc.
27(3):21–7.

179. Boyer EW, Babu KM, Adkins JE, McCurdy CR, Halpern JH.
Self-treatment of opioid withdrawal using kratom (Mitragynia
speciosa Korth). Addiction. 2008;103(6):1048–50.

180. Boyer EW, Babu KM, Macalino GE, Compton W. Self-treatment
of opioid withdrawal with a dietary supplement, kratom. Am J
Addict. 2007;16(5):352–6.

181. Smith KE, Lawson T. Prevalence and motivations for kratom use
in a sample of substance users enrolled in a residential treatment
program. Drug Alcohol Depend. Elsevier. 2017;180:340–8.

182. Singh D, Narayanan S, Vicknasingam B, Corazza O, Santacroce
R, Roman-Urrestarazu A. Changing trends in the use of kratom
(Mitragyna speciosa) in Southeast Asia. Hum Psychopharmacol.
2017;32(3):1–6.

183. Where to buy kratom? [Internet]. [cited 2018 Jun 13]. Available
from: https://www.reddit.com/r/kratom/.

184. Warner ML, KaufmanNC, Grundmann O. The pharmacology and
toxicology of kratom: from traditional herb to drug of abuse. Int J
Legal Med. 2016;130(1):127–38.

185. Thongpradichote S, Matsumoto K, Tohda M, Takayama H, Aimi
N, Sakai SI, et al. Identification of opioid receptor subtypes in
antinociceptive actions of supraspinally-administered mitragynine
in mice. Life Sci. 1998;62(16):1371–8.

186. Matsumoto K, Hatori Y, Murayama T, Tashima K,
Wongseripipatana S, Misawa K, et al. Involvement of mu-
opioid receptors in antinociception and inhibition of gastrointes-
tinal transit induced by 7-hydroxymitragynine, isolated from
Thai herbal medicine Mitragyna speciosa. Eur J Pharmacol.
2006;549(1–3):63–70.

187. Matsumoto K, Mizowaki M, Suchitra T, Murakami Y, Takayama
H, Sakai SI, et al. Central antinociceptive effects of mitragynine in
mice: contribution of descending noradrenergic and serotonergic
systems. Eur J Pharmacol. 1996;317(1):75–81.

188. Shamima AR, Fakurazi S, Hidayat MT, Hairuszah I, Moklas
MAM, Arulselvan P. Antinociceptive action of isolated
mitragynine fromMitragyna speciosa through activation of opioid
receptor system. Int J Mol Sci. 2012;13(9):11427–42.

189. Takayama H. Chemistry and pharmacology of analgesic indole
alkaloids from the rubiaceous plant, Mitragyna speciosa. Chem
Pharm Bull (Tokyo). 2004;52(8):916–28.

190. Takayama H, Ishikawa H, Kurihara M, Kitajima M, Aimi N,
Ponglux D, et al. Studies on the synthesis and opioid agonistic
activities of mitragynine-related indole alkaloids: discovery of
opioid agonists structurally different from other opioid ligands. J
Med Chem. 2002;45(9):1949–56.

191. Trakulsrichai S, Sathirakul K, Auparakkitanon S, Krongvorakul J,
Sueajai J, Noumjad N, et al. Pharmacokinetics of mitragynine in
man. Drug Des Devel Ther. 2015;9:2421–9.

192. Anwar M, Law R, Schier J. Notes from the field: kratom
(Mitragyna speciosa) exposures reported to poison centers—
United States, 2010-2015. MMWR Morb Mortal Wkly Rep.
2016;65(29):748–9.

193. Vicknasingam B, Narayanan S, Beng GT, Mansor SM. The infor-
mal use of ketum (Mitragyna speciosa) for opioid withdrawal in
the northern states of peninsular Malaysia and implications for
drug substitution therapy. Int J Drug Policy. Elsevier B.V.
2010;21(4):283–8.

194. Singh D, Müller CP, Vicknasingam BK. Kratom (Mitragyna
speciosa) dependence, withdrawal symptoms and craving in reg-
ular users. Drug Alcohol Depend. Elsevier Ireland Ltd. 2014;139:
132–7.

195. Nelsen JL, Lapoint J, Hodgman MJ, Aldous KM. Seizure and
coma following Kratom (Mitragynina speciosa Korth) exposure.
J Med Toxicol. 2010;6(4):424–6.

196. Dorman C, Wong M, Khan A. Cholestatic hepatitis from
prolonged kratom use: a case report. Hepatology. 2015;61(3):
1086–7.

197. Kapp FG, Maurer HH, Auwärter V, Winkelmann M,
Hermanns-Clausen M. Intrahepatic cholestasis following
abuse of powdered Kratom (Mitragyna speciosa). J Med
Toxicol. 2011;7(3):227–31.

198. Karinen R, Fosen JT, Rogde S, Vindenes V. An accidental poison-
ing with mitragynine. Forensic Sci Int. Elsevier Ireland Ltd.
2014;245:e29–32.

199. McIntyre IM, Trochta A, Stolberg S, Campman SC.
Mitragynine Bkratom^ related fatality: a case report with
postmortem concentrations. J Anal Toxicol. 2015;39(2):
152–5.

200. Lydecker AG, Sharma A, McCurdy CR, Avery BA, Babu
KM, Boyer EW. Suspected adulteration of commercial
kratom products with 7-hydroxymitragynine. J Med
Toxicol. 2016;12(4):341–9.

201. Kronstrand R, RomanM, Thelander G, Eriksson A. Unintentional
fatal intoxications with mitragynine and O-desmethyltramadol
from the herbal blend Krypton. J Anal Toxicol. 2011;35(May):
242–7.

202. Fink K, Dooley DJ, Meder WP, Suman-Chauhan N, Duffy S,
Clusmann H, et al. Inhibition of neuronal Ca2+ influx by
gabapentin and pregabalin in the human neocortex.
Neuropharmacology. 2002;42(2):229–36.

203. Sills GJ. The mechanisms of action of gabapentin and pregabalin.
Curr Opin Pharmacol. 2006;6:108–13.

204. Kheirabadi GR, Ranjkesh M, Maracy MR, Salehi M. Effect of
add-on gabapentin on opioid withdrawal symptoms in opium-
dependent patients. Addiction. 2008;103(9):1495–9.

205. Salehi M, Kheirabadi GR, Maracy MR, Ranjkesh M. Importance
of gabapentin dose in treatment of opioid withdrawal. J Clin
Psychopharmacol. 2011;31(5):593–6.

206. Peckham AM, Evoy KE, Covvey JR, Ochs L, Fairman KA, Sclar
DA. Predictors of gabapentin overuse with or without concomitant
opioids in a commercially insured U.S. population.
Pharmacotherapy. 2018;38(4):436–43.

207. Smith RV, Lofwall MR, Havens JR. Abuse and diversion of
gabapentin among nonmedical prescription opioid users in
Appalachian Kentucky. Am J Psychiatry. 2015;172(5):487–
8.

208. Baird CRW, Fox P, Colvin LA. Gabapentinoid abuse in order to
potentiate the effect of methadone: a survey among substance
misusers. Eur Addict Res. 2014;20(3):115–8.

209. Peckham AM, Fairman KA, Sclar DA. All-cause and drug-related
medical events associated with overuse of gabapentin and/or opi-
oid medications: a retrospective cohort analysis of a commercially
insured US population. Drug Saf. Springer International
Publishing. 2018;41(2):213–28.

210. Gomes T, Juurlink DN, Antoniou T, Mamdani MM, Paterson JM,
van den Brink W. Gabapentin, opioids, and the risk of opioid-
related death: a population-based nested case–control study.
PLoS Med. 2017;14(10):1–13.

211. Duwiejua M, Woode E, Obiri DD. Pseudo-akuammigine, an
alkaloid from Picralima nitida seeds, has anti-inflammatory
and analgesic act ions in rats . J Ethnopharmacol .
2002;81(1):73–9.

212. Menzies JRW, Paterson SJ, Duwiejua M, Corbett AD. Opioid
activity of alkaloids extracted from Picralima nitida (fam.
Apocynaceae). Eur J Pharmacol. 1998;350(1):101–8.

213. Akuamma seeds [Internet]. [cited 2017 Aug 10]. Available from:
https://www.reddit.com/r/AkuammaSeed/.

J. Med. Toxicol.

https://www.reddit.com/r/kratom/
https://www.reddit.com/r/AkuammaSeed/


214. Fakeye TO, Awe SO, Odelola HA, Ola-Davies OE, Itiola
OA, Obajuluwa T. Evaluation of valuation of toxicity pro-
file of an alkaloidal fraction of the stem bark of Picralima
nitida (fam. Apocynacaes). J Herb Pharmacother. 2004;4(3):
37–45.

215. Lu L, Liu Y, Zhu W, Shi J, Liu Y, Ling W, et al. Traditional
medicine in the treatment of drug addiction. Am J Drug Alcohol
Abuse. 2009;35(1):1–11.

216. Steiner GG. Kava as an anticraving agent: preliminary data. Pac
Health Dialog. 2001;8(2):335–9.

217. Sarris J, LaPorte E, Schweitzer I. Kava: a comprehensive review
of efficacy, safety, and psychopharmacology. Aust N Z J
Psychiatry. 2011;45(1):27–35.

218. Sarris J, Stough C, Bousman CA, Wahid ZT, Murray G, Teschke
R, et al. Kava in the treatment of generalized anxiety disorder. J
Clin Psychopharmacol. 2013;33(5):643–8.

219. Teschke R, Genthner A, Wolff A. Kava hepatotoxicity:
comparison of aqueous, ethanolic, acetonic kava extracts
and kava-herbs mixtures. J Ethnopharmacol. 2009;123(3):
378–84.

220. Teschke R, Sarris J, Schweitzer I. Kava hepatotoxicity in
traditional and modern use: the presumed Pacific kava par-
adox hypothesis revisited. Br J Clin Pharmacol. 2012;73(2):
170–4.

221. Teschke R, Schulze J. Risk of kava hepatotoxicity and the FDA
consumer advisory. JAMA. 2010;304(19):2174.

J. Med. Toxicol.


	Pharmacologic Treatment of Opioid Use Disorder: a Review of Pharmacotherapy, Adjuncts, and Toxicity
	Abstract
	Introduction
	Mu-Opioid Receptor Agonists
	Buprenorphine
	Introduction
	Pharmacology
	Toxicity
	Testing/Management

	Methadone
	Introduction
	Pharmacology
	Toxicity
	Management


	Central Alpha2-Adrenergic Agonists
	Clonidine
	Introduction
	Pharmacology
	Toxicity
	Management

	Lofexidine

	Alternative Agents
	Loperamide
	Introduction
	Pharmacology
	Toxicity
	Management

	Kratom
	Introduction
	Pharmacology
	Toxicity
	Management

	Gabapentin
	Akuamma
	Kava

	Conclusion
	References


