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Background: Despite advances in behavioral and pharmacotherapy interventions,
substance use disorders (SUDs) are frequently refractory to treatment. Glutamatergic
dysregulation has received increasing attention as one common neuropathology across
multiple substances of abuse. Ketamine is a potent N-methyl-D-aspartate (NMDA)
glutamatergic receptor antagonist which has been found to be effective in the treatment
of severe depression. Here we review the literature on the efficacy of ketamine in the
treatment of SUDs.

Methods: A systematic review of the PubMed, Scopus, and ClinicalTrials.gov databases
was undertaken to identify completed and ongoing human studies of the effectiveness
of ketamine in the treatment of SUDs between January 1997 and January 2018.

Results and conclusion: Seven completed studies were identified. Two studies
focused on alcohol use disorder, two focused on cocaine use disorder, and three
focused on opioid use disorder. Both cocaine studies found improvements in craving,
motivation, and decreased cocaine use rates, although studies were limited by small
sample sizes, a homogeneous population and short follow-up. Studies of alcohol and
opioid use disorders found improvement in abstinence rates in the ketamine group, with
significant between-group effects noted for up to two years following a single infusion,
although these were not placebo-controlled trials. These results suggest that ketamine
may facilitate abstinence across multiple substances of abuse and warrants broader
investigation in addiction treatment. We conclude with an overview of the six ongoing
studies of ketamine in the treatment of alcohol, cocaine, cannabis, and opioid use
disorders and discuss future directions in this emerging area of research.

Keywords: ketamine, substance use disorders, addiction, glutamate, abstinence

INTRODUCTION

Alcohol and illicit drug use is an escalating and complex global public health burden. In 2010,
the global prevalence of alcohol and illicit drug use disorders were 9.6 and 10.9% respectively
(1). Mortality rates have risen to epidemic proportions in some countries due to increasing
prevalence of opioid use. For example, the United States, which accounts for 25% of global overdose
mortality, has experienced an 88% increase in opioid overdose deaths each year from 2013 to 2016
(2, 3). Substance use disorders (SUDs) include cognitive, behavioral, and physiological symptoms.
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Hallmark signs of SUDs include impaired control, cravings, social
impairment, risky use, and withdrawal symptoms. Withdrawal
from heavy, prolonged alcohol use can result in life-threatening
seizures and autonomic instability in addition to hallucinations,
severe agitation, and anxiety. Physiologic response to opioid
withdrawal can also be severe, and includes nausea, emesis,
diarrhea, myalgias, intractable lacrimation and rhinorrhea,
fevers, dysphoria and insomnia. Fear of these withdrawal
symptoms is frequently cited as a barrier to treatment and reason
for relapse (4).

Despite the high prevalence and substantial societal burden
of SUDs, effective pharmacotherapy options are limited.
FDA-approved medications for alcohol use disorder include
naltrexone (an opioid receptor antagonist) and acamprosate
(a GABA-agonist) which have been shown in meta-analyses
to modestly reduce rates of return to heavy drinking (5),
and disulfiram and nalmefene (approved in the European
Union although not FDA-approved in the U.S.) have shown
overall Hedge’s g effect sizes of 0.58 and 0.33, respectively
(6, 7). Treatment options for opioid dependence include full
opioid agonists (methadone), partial agonists (buprenorphine)
and antagonists (naltrexone). For cannabis and stimulant use
disorders, there are no FDA-approved treatments (8). With
limited treatment options, a myriad of non-FDA approved
medications (e.g., gabapentin, clonidine, bupropion) are tried
as standalone pharmacotherapies and in conjunction with
behavioral interventions.

Glutamatergic dysregulation in the prefrontal cortex and
mesolimbic regions (including the amygdala and the nucleus
accumbens) has been implicated in addiction pathology across
multiple substances of abuse (9). Similarly, depression has been
shown to have aberrant glutamate signaling (10-12). Ketamine
is a potent, non-competitive NMDA receptor antagonist which
has been widely used in conjunction with general anesthesia
following FDA approval in the U.S. in 1970. More recently,
ketamine has been shown in two meta-analyses to induce
ultra-rapid remission of severe depression and suicidal ideation
using sub-anesthetic dosages (13-15). This anti-depressant effect
is hypothesized to result from improved prefrontal cortex
glutamate homeostasis (16). These changes ultimately produce
synaptic improvements such as structurally increased spine
density at synaptic proteins (17). These effects may improve
ability to learn new behaviors (18) and may be beneficial in the
treatment of SUDs. Our overall objective is to provide a review of
the recent literature on the efficacy of ketamine in the treatment
of SUDs.

METHODS

A comprehensive search in the PubMed/MEDLINE, Scopus
and clinicaltrials.gov databases from 1 January 1996 to 1
January 2018 was conducted. PubMed was searched using the
following MESH search terms: “Substance-Related Disorders”
and “Ketamine/therapeutic use.” The Scopus database was
searched using the term “ketamine” in conjunction with
the following title keywords: “cocaine;,” “alcohol,” “cannabis,”

“marijuana,” “amphetamine;” “methamphetamine,” “tobacco,”
“nicotine,” “heroin,” and “opi*” Results from both databases
were filtered to include only human studies with full text articles
available in English. Case reports were excluded. “Ketamine” was
the term used in the clinicaltrial.gov database search of active
studies. The inclusion criteria were as follows: studies must have
evaluated the efficacy of ketamine (with or without a behavioral
intervention) in humans for the treatment of a SUD or the
treatment of withdrawal symptoms from a substance of abuse.
See Figure 1 for detailed study methodology characteristics.

RESULTS

After evaluating for the inclusion criteria and for duplicates,
we identified seven completed relevant clinical studies. Six
ongoing relevant clinical trials were also identified. Substances of
abuse studied included cocaine, alcohol, and opioids. No human
studies were found that evaluated the efficacy of ketamine in
the treatment of tobacco or stimulant use disorders other than
cocaine. The included studies are summarized in Table 1.

Effects on Cocaine Use

Two published studies have evaluated the efficacy of ketamine for
cocaine use disorder. Dakwar et al. (19) conducted a three-arm
crossover trial which evaluated the effects of 0.41 and 0.71 mg/kg
IV ketamine compared to an active placebo control (2mg
lorazepam) in eight non-treatment seeking cocaine dependent
participants. Low dose ketamine always preceded the high dose
and infusions were spaced at 48h intervals. Primary outcome
measures were changes in pre-infusion and 24-h post-infusion
levels of motivation to quit cocaine as assessed by the University
of Rhode Island Change Assessment (URICA) questionnaire
and self-reported cocaine cravings on the Visual Analog Scale
(VAS). VAS measurements were taken every 3 min during a 15-
min cocaine cue exposure task, with a total score range of 0-
600 mm. Within-subject statistical comparisons were made to
baseline scores to assess order effects. Following the first infusion
(either 0.41 mg/kg ketamine or 2 mg lorazepam), they found that
ketamine increased motivation to quit cocaine over lorazepam
(median score of 0.15 vs. 3.6, p = 0.012) and reduced cocaine
craving on the VAS by a mean of 168 mm (a 60% change,
p =0.012). The post-lorazepam URICA scores were significantly
improved when ketamine was received first (median change
from baseline: 1.1 vs. 3.28, p = 0.047), indicative of a persistent
effect of 0.41 mg/kg ketamine at 48 h; this may explain the lack
of significant change in URICA and VAS scores following the
0.71 mg/kg ketamine infusion. Although there was no placebo
comparison, there was a significant reduction in frequency (22
days of use/28 days at baseline vs. 5/28 days at 4 week follow-
up, p = 0.012) and amount of cocaine use in the follow-up
period ($149.30/use day at baseline vs. $10.50/use day at 4 week
follow-up, p < 0.001).

In a related follow-up study of 20 non-treatment seeking
cocaine dependent participants, Dakwar et al. (20) conducted a
cross-over design, inpatient laboratory paradigm trial evaluating
the efficacy of a single infusion of 0.71 mg/kg ketamine with
0.025 mg/kg midazolam as the active control. During a 6-day
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FIGURE 1 | Study flow diagram.

Relevant ongoing clinical trials
N=6

hospitalization, subjects participated in “choice sessions” (during
which they could elect to self-administer 25 mg cocaine or receive
$11). Rates of cocaine self-administration were reduced by 66%
relative to pre-infusion baseline choice rates with no significant
pre-/post- infusion self-administration differences noted in the
control group (p < 0.0001).

Effects on Opioid Use Disorder and Opioid
Withdrawal

Two published studies have evaluated the efficacy of ketamine for
opioid use disorder. Krupitsky et al. (21) conducted a randomized
controlled trial of 70 heroin-dependent participants in which
they compared the efficacy of high dose ketamine (2 mg/kg
IM) vs. low dose ketamine (0.2mg/kg IM) in conjunction
with psychotherapy. Primary outcome measures were heroin
abstinence rates (assessed by self-report, collateral information,
physical examination of skin, and urine drug screen) at 1, 3, 6,
12, 18, and 24 months. Abstinence rates at 1 month approached
85% in the 2 mg/kg group (compared to 55% in the 0.2 mg/kg
group, p < 0.01) and were 24% at 1 year in the 2 mg/kg group
(compared to 6% in the 0.2 mg/kg group, p < 0.05). Craving
was also notably reduced in the high vs. low groups, with an
enduring decline craving noted pre-/post- infusion in the high
dose group on the VAS (baseline mean of 29.24 mm, 7.7 mm at
1 month, and 54mm at 3 month follow-up, p < 0.001). In a
follow-up study, Krupitsky et al. (22) evaluated the efficacy of
single vs. repeated sessions of ketamine-assisted psychotherapy in
increasing abstinence from heroin. Participants were randomized

to a 1 or 3 sessions of ketamine (2mg/kg IM, given at 1
month intervals). They found that 50% of subjects receiving
multiple ketamine treatments were abstinent at 1 year follow-up,
compared to 22% of single-session treatments (p < 0.05). They
also noted significantly greater reductions in heroin craving in
the repeated treatment group as compared to the single treatment
group.

JovaiSa et al. (23) conducted a randomized controlled
trial in which participants were given either saline placebo
infusion or 0.5mg/kg/h of IV ketamine prior to rapid opiate
antagonist induction under general anesthesia. Their results
showed that ketamine could suppress physiologic response to
opiate withdrawal. Mean arterial pressure, heart rate, and serum
cortisol were significantly lower in the ketamine group during
opiate antagonist induction under anesthesia. There were no
significant group differences at 4 months on their secondary
outcome measures of aftercare treatment retention, abstinence
rates, self-reported health, or social/family life improvements,
although both the placebo and ketamine groups were also started
on opioid antagonist treatment. This lack of group differences
may be related to initial opioid antagonist treatment in both
groups or to administration of ketamine while the participants
were unconscious.

Effects on Alcohol Use Disorder and
Alcohol Withdrawal Symptoms

Krupitsky et al. (24) evaluated two cohorts with alcohol use
disorder that underwent inpatient detoxification and residential
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treatment. Following the 3-month residential treatment, the
group compared the abstinence rates of 111 participants who
volunteered to undergo a ketamine-assisted psychotherapy
session with 100 subjects who completed only follow-up as
usual. They found that 1-year abstinence rates were 65.8% in
the ketamine-treated group compared to 24% in the follow-up as
usual comparison group (p < 0.01). However, the study was not
randomized and is limited by the lack of a control group. Wong
et al. (25) completed a retrospective review of 23 patients who
were hospitalized for management of severe alcohol withdrawal
symptoms and who were administered ketamine as an adjunct
to conventional treatment with benzodiazepines. They found a
trend (p = 0.11) toward reduced benzodiazepine requirements at
12 and 24 h post-ketamine initiation with medians of —40 and
—13.3 mg of diazepam equivalents.

Ongoing Studies

Six ongoing studies were identified through clinical trials.gov that
are evaluating the use of ketamine in the treatment of SUDs
(see Table 1). Three of these studies are focused on alcohol use
disorder, and the other three are focused on cocaine, opioid, and
cannabis use disorders.

The first randomized controlled trial evaluating the efficacy of
ketamine in alcohol use disorder is in progress (NCT02649231
led by Celia Morgan, Ph.D.). This trial of 96 participants will
compare ketamine with saline placebo and manualized relapse
prevention psychotherapy with simple education about alcohol
effects. Primary outcome measures include abstinence rates at
3 and 6 months, and relapse rates at 6 months. This study
will evaluate the efficacy of a 0.8 mg/kg ketamine infusion
in maintenance of abstinence from alcohol. By studying the
effects on depression as a secondary outcome, this study will
add to the intriguing findings that a positive family history of
alcohol use disorder is associated with greater duration of anti-
depressant effect (13). The inclusion of simple alcohol education
and manualized relapse prevention psychotherapy arms will
also assess whether the effects of ketamine are enhanced with
cognitive behavioral psychotherapy.

A related randomized controlled trial of 40 subjects
(NCT02539511 led by Elias Dakwar, MD) will evaluate the
efficacy of a single infusion of ketamine (0.71 mg/kg) in
conjunction with a 5 week course of motivational enhancement
psychotherapy in reduction in alcohol use. Primary outcome
measures include change in self-reported alcohol use rates at
5 weeks vs. baseline. These results will provide complementary
information as to the efficacy of ketamine in conjunction with a
standardized psychotherapy.

A third study of 65 subjects with alcohol use disorder and
major depressive disorder (NCT02461927 led by Gihyn Yoon,
MD) will evaluate the effects of ketamine in 3 treatment arms
(0.5mg/kg ketamine + 380mg IM naltrexone vs. 0.5mg/kg
ketamine alone vs. placebo). The ketamine treatments will consist
of once weekly infusions of IV ketamine for a total of 4 weeks and
two injections of naltrexone or saline placebo spaced 1 month
apart. Primary outcome measures include change in depression
severity as measured by the Montgomery-Asberg Depression
Rating Scale and rate of complete abstinence from alcohol as

measured on the Time Line Follow Back at 4 week follow-up.
This trial will inform questions regarding the utility of weekly
infusion sessions as well as combination pharmacotherapy with
naltrexone.

In a follow-up study to his initial investigations of ketamine in
cocaine use disorder, Elias Dakwar, MD is leading a randomized,
placebo-controlled trial (NCT03344419) of 150 subjects to
evaluate the efficacy of 2 ketamine infusions (0.71 mg/kg active
dose at a 1 month interval) on abstinence rates at baseline and
following 12 weeks of adjunctive psychotherapy. This study will
expand on the prior findings that ketamine can increase ability
to achieve and maintain abstinence from cocaine and further
evaluate the duration of efficacy in cocaine abstinence.

A related study (NCT03345173 led by Elias Dakwar, MD) will
evaluate the use of ketamine in the acute detoxification of 100
opioid users to facilitate transition to extended release naltrexone
injections. Participants will initially be hospitalized for up to 5
days for detoxification followed by naltrexone initiation (with
ketamine infusions of 0.11 mg/kg in a 2-min bolus followed by
1.3 mg/kg over 90 min on 2 sequential days when they begin
experiencing moderate withdrawal symptoms). Subjects will then
complete 12 weeks of motivational enhancement therapy and
mindfulness based relapse prevention psychotherapy. Primary
outcome measure will be rates of successful initiation on
extended release naltrexone.

A 15 subject, proof-of-concept study (NCT02946489 led
by Elias Dakwar, MD) will investigate the use of 0.71 mg/kg
ketamine in cannabis use disorder. This randomized controlled
trial is the first to explore the effects of ketamine on cannabis
abstinence rates. This study will recruit treatment seeking
individuals and will also include motivational enhancement
therapy and mindfulness based relapse prevention psychotherapy
components. Abstinence rates will be assessed at baseline and at
6 week follow-up.

DISCUSSION AND FUTURE DIRECTIONS

Collectively, these studies suggest that ketamine may improve
the ability to establish and maintain abstinence in SUDs.
Improvement in cravings, motivation to quit, and self-
administration have been shown in cocaine use disorder (19, 20,
26). Significant long-term improvements in complete abstinence
from alcohol and heroin have been demonstrated with ketamine
following extended inpatient treatment (21, 22, 24), and ketamine
reduced physiological response during opioid withdrawal (23).
However, these preliminary studies have several important
limitations. The findings in the cocaine trials are limited by small
sample sizes, narrow demographic sectors, and limited follow-
up windows (19, 20). Additionally, both the heroin and alcohol
use disorder studies by Krupitsky et al. (21), Krupitsky et al. (22),
and Jovaisa et al. (23) utilized a low dose ketamine comparison
group rather than a true placebo control and did not control for
adjunctive pharmacotherapy in the follow-up.

A number of important questions also remain. It is unclear
to what extent baseline motivation, desire to quit, or duration
of prior abstinence influences the effectiveness of ketamine in
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achieving and maintaining abstinence. The heroin and alcohol
dependent populations in Russia studied (21, 22, 24) were
treatment seeking and had completed 3 months of residential
inpatient treatment prior to ketamine infusions; this is markedly
different from the non-treatment seeking cocaine studies (19, 20).
It is of note however, that 20% of the non-treatment, non-
abstinence seeking cocaine trial participants (19) were voluntarily
abstinent following the single ketamine infusion (compared to
0% of the midazolam control group). While the abstinence
improvements in heroin use noted at 1 and 2 year follow-up
are promising (21, 22), their unique demographic, genetic, and
socioeconomic characteristics may contribute to these results.
Potential gender differences are also an important aspect to
consider in future trial design and analysis.

The effects of ketamine on withdrawal states are particularly
important to further investigate. Alcohol and benzodiazepine
withdrawal can result in life-threatening medical sequela, and the
severe physiologic response to opioid withdrawal may deterrent
to initial treatment. The opioid withdrawal study (23) showed
physiologic suppression of opiate withdrawal. While the effects
of ketamine on opioid withdrawal independent from its use in
conjunction with general anesthesia have not been systematically
studied, several case reports have utilized ketamine in conscious
patients with improvement in their opioid withdrawal symptoms
(27-29). The results from the ongoing naltrexone induction
study should provide some insight as to whether ketamine
improves opioid withdrawal symptoms independent from rapid
opioid induction under general anesthesia. Future studies should
assess and report on concurrent use of FDA-approved treatments
for opioid use disorder (both at baseline and in the follow-
up phase). Prospective trials are also needed to give further
information about ketamine’s efficacy in alcohol withdrawal.

The utility of behavioral interventions as adjuvants
to ketamine pharmacotherapy in addictions treatment is
understudied. The ongoing trial led by Morgan and colleagues
will evaluate the addition of psychotherapy to ketamine
infusions. However, additional research is needed to examine
behavioral interventions which may be synergistic with ketamine
pharmacotherapy and help enhance long-term treatment
outcomes.
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