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Overview
The U.S. Food and Drug Administration (FDA)
has approved three medications for use in
treating opioid dependence: methadone,
buprenorphine, and naltrexone.1 Extended
release naltrexone, brand name Vivitrol®, is a
once-monthly injection intended to help prevent
relapse to opioid use.2 Naltrexone, the active
ingredient in Vivitrol, attaches to certain opioid
receptors in the brain and blocks the euphoric
feelings associated with opioid use for
approximately 30 days.3 In other words, it
prevents a person from feeling “high” if they use
opioids during the month after they receive the
injection. In order to take Vivitrol, a person must
be free from all opioid use, including opioid
medications, for at least 7-14 days.4 Because it
must be used after detoxification from opioids, it
has no role in lessening the symptoms of
withdrawal.5 Vivitrol was approved by the FDA to
treat opioid dependence on October 13, 2010.6
Currently, it is only approved for the treatment of
opioid dependence in the United States and
Russia.7 Vivitrol can be prescribed by any
healthcare provider and can be administered at
opioid treatment programs (OTPs).8
Research
Research on Vivitrol is limited. Some data shows
that long-acting, sustained release forms of
naltrexone, such as Vivitrol, are well tolerated
and can be effective in preventing opioid use
relapse, especially in long-term treatment
spanning multiple months.9 While Vivitrol is
costly at approximately $1,100 per injection,
some data suggests that it is cost effective10 and
that its use may reduce other costs associated
with inpatient treatment, emergency room visits,
and other health care.11
Because Vivitrol is relatively new, few studies
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have been performed and the resulting small
body of research is not sufficient to prove
Vivitrol’s effectiveness on a broad scale. Most of
the existing studies contain small sample sizes,12
use a large majority of male participants and lack
research on effectiveness in females,13 and only
include a small minority of participants who
needed detoxification prior to a Vivitrol injection.14
Currently, no studies have compared Vivitrol’s
clinical effectiveness to other medications for the
treatment of opioid dependence such as
methadone or buprenorphine, which have been
proven effective in study after study.
Concerns
In addition to concerns about both the quantity
and quality of the data supporting the use of
Vivitrol for opioid dependence, there are a
number of other areas of concern.
Requires Detoxification
Given that Vivitrol cannot be administered until 714 days after last opioid use, a detoxification
period is required. Studies show, however, that
detoxification has very low success rates15 and
can be a signficant barrier for many opioid
dependent people.16 Moreover, the use of
opioids within 7-14 days before an injection of
Vivitrol may cause sudden symptoms of opioid
withdrawal at the time of injection, which may be
severe enough for hospitalization.17 Alternatives
to Vivitrol, such as methadone or buprenorphine,
may be necessary to aid detoxification before
Vivitrol can be safely administered.
Potential for Overdose
Vivitrol use may increase likelihood of overdose
after injection. Because Vivitrol blocks the effects
of opioids, people who use opioids after the
injection may compensate with large doses to
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overcome the effects of Vivitrol, resulting in
overdose and death.18 Additionally, people who
use opioids may be more sensitive to lower
amounts of opioids after: 1) going through
detoxification, 2) when the next Vivitrol dose is
due, 3) if a dose of Vivitrol is missed, or 4) after
stopping Vivitrol treatment. Because tolerence is
lower in these circumstances, using the same
amount of opioids as a person used before
treatment with Vivitrol may lead to overdose and
death.19
This risk warrants a significant amount of
additional research on adverse events, including
overdoses, associated with Vivitrol. This is
particularly true in light of the overdose death
rates found among patients taking the oral form
of naltrexone. A review of 13 trials of medication
treatments for opioid dependence in Australia
found that heroin overdose rates were more than
three times higher (at 6.8 per 100 person-years)
for patients on oral naltrexone treatment
compared with those receiving opioid agonist
treatment such as methadone or buprenorphine
(1.9 per 100 person-years).20 And, patients who
stopped oral naltrexone were 7.6 times more
likely than patients on opioid agonists such as
methadone or buprenorphine to experience an
overdose after treatment ended.21
Lax FDA Approval Process
Vivitrol was approved by the FDA on the basis of
then-unpublished evidence by Krupitsky et al.,
which found that participants who received
Vivitrol injections were abstinent for significantly
longer than those who received a placebo.22
However, the study’s methods and results are
questionable, with a scarcity of significant data on
efficacy. Indeed, 54% of participants in the study
did not complete the treatment protocol, and only
half of those who did receive the injection
received the full treatment course.23 Moreover, it
is unclear what follow-up, if any, was completed
to evaluate post-treatment opioid overdose in the
participants.24
Additional concerns with the FDA approval of
Vivitrol include inadequate assessment of risks
and susceptibility to overdose, and the unethical
practice of administering only a placebo when
effective alternative treatments already exist.25
Daniel Wolfe et al. argue that “[t]he FDA should
justify why it has lowered the scientific,
regulatory, and ethical standards in approving
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[injectable] naltrexone for treatment of opioid
dependence” and that “[FDA] approval [of
injectable naltrexone] might endanger patients,
and sets a precedent that unjustifiably degrades
standards for all treatment of opioid
dependence.”26
Vivitrol in Correctional Settings
Published studies evaluating the effectiveness of
Vivitrol for persons pre- or post-release from a
correctional facility are scant. In a 2015 study, 27
male and female prisoners received Vivitrol
injections once each month for seven months
(one injection prior to release and six injections
after release). Of the 27 participants who
received the first injection, 37% (10) completed
the remaining six treatments and were less likely
to test positive for opioids than those who did not
complete the treatment. Those who did not
complete the treatment were more likely to be
rearrested than those who completed it.27 These
results are not statistically significant and the
sample size is too small to provide evidence of
effectiveness in correctional settings.
The second study recruited 308 participants with
a history of opioid use who had been released
from prison no more than 12 months prior.
Through random assignment, 153 received an
injection of Vivitrol and 155 underwent brief
counseling and referral to community treatment
programs. Results showed that 43% (66) of
participants who received the Vivitrol injection
reported relapse, compared to 64% (99) who
underwent usual treatment. The time to relapse
was longer in those who received Vivitrol: 10.5
weeks, compared to five weeks for those who
underwent usual treatment.28
While somewhat promising, the results of these
studies are modest at best. Moreover, neither of
these studies compared Vivitrol to other
medications such as methadone and
buprenorphine, both of which have proven
effective at preventing relapse and recidivism
among correctional populations.29 Despite the
lack of evidence, the Washington Post reports
that around 40 jails are providing treatment with
Vivitrol in the United States.30 And, recently, the
federal government approved spending more
than $23 million to support treatment programs in
eight states that include giving monthly injections
of Vivitrol to people who are incarcerated.31 The
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programs—which cost up to $3 million over three
years—will be launched in Vermont, Wisconsin,
Wyoming, Rhode Island, Illinois, North Carolina,
Colorado, and Arizona.32 Meanwhile, there is a
near-total lack of access to methadone and
buprenorphine in U.S. correctional facilities,33
despite the Office of National Drug Control
Policy, the Centers for Disease Control and
Prevention, the National Institutes of Health, the
World Health Organization, and the National
Commission on Correctional Healthcare all
recommending that correctional systems offer
methadone to treat opioid-dependent persons
under legal supervision.34
Given the lack of evidence in support of Vivitrol’s
effectiveness among incarcerated populations, it
should never be offered as the sole medication to
treat opioid dependence in correctional settings.
Rather, to the extent it is offered at all, it needs to
be one choice among other medications, such as
methadone or buprenorphine, offered to treat
opioid dependence for those in jails or prisons
and it must be offered with full disclosure of the
medication’s properties and limitations.
Significantly more research is needed before
Vivitrol should be made available in corrections
on a wide scale.
Alternatives to Vivitrol: Methadone and
Buprenorphine
Two other medications have been approved to
treat opioid dependence and have been
rigorously studied and evaluated.
Both methadone and buprenorphine lessen the
uncomfortable symptoms of opioid withdrawal
and block cravings for other opioids.35
Methadone was approved by the FDA to treat
opioid dependence in 197236 and buprenorphine
was approved by the FDA in 2002.37 Methadone
must be administered by a SAMHSA-certified
opioid treatment program,38 while buprenorphine
may be prescribed in qualifying physicians’
offices.39 Starting in early 2017, qualifying
physician assistants and nurse practitioners will
also be authorized to prescribe buprenorphine.40
Extensive research has been conducted on
methadone, proving that it is highly effective in
decreasing opioid use41 and mortality rates,42 and
increasing retention in treatment,43 among other
benefits. Indeed, after reviewing 941 studies, the
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National Institutes of Health (NIH) Consensus
Development Panel concluded that the safety
and efficacy of methadone has been
“unequivocally established.”44 Many studies have
shown that buprenorphine is also extremely
effective in decreasing opioid use.45 For more
information on methadone and buprenorphine,
please visit:
http://www.drugpolicy.org/sites/default/files/about
methadone.pdf
Conclusion
Vivitrol, like all medications, is not a definitively
appropriate or universally efficacious treatment
option. Vivitrol may be effective and safe for
treating opioid dependence in those who have a
high level of motivation for abstinence and who
are not amenable to maintenance therapies with
methadone or buprenorphine. Significantly more
research is required, however, to better
determine who can benefit from this particular
treatment and to document and evaluate its
potential risks.46 In the meantime, suitability for
Vivitrol should be determined on a case-by-case
basis and only in conjunction with careful
consideration of alternative, well-established
treatment options such as methadone and
buprenorphine.
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