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IS A TREATABLE ] ; injectable s
DISEASE.

The criminal justice system is challenged with responding
to the opioid epidemic.

Intervention opportunities, like medication-assisted treatment, may exist in the criminal
justice system for appropriate individuals with opioid dependence. However, medication-
assisted treatment 1s underused despite its effectiveness.

VIVITROL® (naltrexone for extended-release injectable suspension) is a non-addictive, i 3
once-monthly treatment option. After detox and when combined with counseling, it has
been proven to prevent relapse to opioid dependence. VIVITROL is an HCP-administered
treatment that is not associated with diversion.

Prior to the initiation of VIVITROL, patients should be opioid-free for a minimum of
7-10 days to avoid precipitation of opioid withdrawal that may be severe enough to
require hospitalization

IMPORTANT SAFETY INFORMATION

INDICATIONS CONTRAINDICATIONS
VIVITROL is indicated for: VIVITROL is indi din
= Treatment of alcohol dependence in patients who are » Receiving opioid analgesics

able to abstain from alcohol in an outpatient setting
pnor to the intiation of treatment with VIVITROL
Patients should not be actively drinking at the time
of initial VIVITROL administration * Who have failed the naloxone challenge test
or have a positive urine screen for opioids

« With current physiologic opioid dependence B
i .

« in acute opioid withdrawal ]

ap

Fe

= Pravention of relapse to opioid depandence, following 3

Their path to recovery

opioid detoxification « Who have exhibited hypersensitivity to can be in Wth o h '
« VIVITROL should be part of a comprehensive management naltrexone. polylactide-co-glycohde (PLG), g ! your nelp.
program that includes psychosocial support carboxymethylcellulose, or any other

components of the diluent

For additional Important Safety Information, please see the Brief Summary of Prescribing Information

on adjacent pages. f‘ o -
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Vivitrol
{nattrexone for extended-release injectable suspension)

VIVITROL® for Telease dministration of an epioxd antanonist to an opicid-deoendent patent, the resulting
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INDICATIONS AND USAGE: VIVITROL an and has identified cases with symptoms of withdrawal severe enough to

require hospital admission, and n some cases, management in the intensive care
unit. To prevent of L in patients on
opioids, or exacerbation of a pre-existing subciinical withdrawal syndrome, opioid-

patients, including those being treated for alcohol dependence, should
be opioid-free (ncluding tramadol) before starting VIVITROL treatment. An opioid-
free interval of a minimum of 7-10 days is for patients p Y
dependent on short-acting opiids. Patients transitioning from buprenomhine
or methadone may be vuinerable to precipitation of withdrawal symptoms for as
long as two weeks. If a more mpid transition from agonist to antagon st therapy is

deemed y and by the provider, monitor the patiant
closely in an appropriate medical setting where precipated withdrawal can be
managed. In every case, providers sh be

P 1o manage
withdrawal symptomatically with non-opicid medications because there is no

WARNINGS AND PRECAUTIONS: ability to Oploid After opioid reliable method for determining whether a patient has had an adequate

t ik oploids. VMTROL blocks  opioid-free period. A naloxone challengs test may be helph; however, a few case
the effects of opioids 28 days after adminstration. reports have indicated that patients may experience precipitated withdrawal despite
Howaever, as the blockade wanes and eventually patients having a negative urine toxicology screen o tolerating a naloxone challenge test
who have been treated with VIVITROL may respond to lower dases of opioids than (usually in the sefting of g from Patients
previously wsed, just as they would have shorty after co should be made aware of the risks with precy and
This could result in life opioid 10 give an accurale account of fast oploid use. Patients treated for
compromise of collapse, etc.) if the pabient uses aloohol dependence with VIVITROL should also be assessed for underlying opioid

amest, circulatory previously
tolerated doses of opicids. Cases of opioid overdose with fatal cutcomes have been
reported in patients who used opioids at the end of a dosing interval, after missing
a scheduied doss, or after discontinuing traatment, Patients should be alerted
that they may be more senstive 1o opiois, even at lower doses, after VIVITROL

dependence and for any recent use of opicids prior to initiation of treatment with
VIVITROL. Precipitated opioid withdrawal has been observed in alcohol-dependent

patients in where the p had been unaware of the additional
use of opioids or P on opioids, H Cases of hepatrtis and
dlinically sqnificant iver dysfunction were observed in association with VMTROL

exposure during the clinical develapment program and in the postmarketing period.
Translent, i hepatic wars also observed in the
diinical triaks and postmarketing period. Although patients with dinically significant
liver disease were not systematically studied, clinical trials did inchude patients with
asymplomatic viral hepatitis infections. When patients presented with elevated
there were often other potential causative or contributory etiologies

identified, inchudiny 15tin diseass, hepatitis B Cinfection,
and concomitant usage of other potentially hepatotoxic drugs. Although clinically
Bver dyst s not typically

own, to overcome the biockade by administering large amounts of exog
opioids. Any attempt by a patient to overcome the antagonism by taking opioids
is especially dangerous and may lead to life-threatening opioid Intoxication or fatal
the oofoid blockade, injection Site Reactions: VIVITROL injections may be followed
by pain, tendermess, induration, swelling, erythema, bruising, or pruritus; however,
in some cases njection site reactions may be very severe. In the clinical trials, one
patient devel; area of i ion that 10 enlarpa after 4 weeks, with
subsaquent development of necratic tissue that required surgical excision. In the
post marksting period, addtional cases of injection site reaction with features

recognized as a manifestation of oploid
i opioid that is preci abruptly may lead to systemic
sequelae inchuding acute liver injury. Patients should be wamed of the risk of hepatic
injury and advised to seek medical attention f they experience symptoms of acute
hepatits. Use of VIVITROL should be discontinued in the event of symptoms andior
signs of acute hepatis. dality: Alcohol- and opiotd
palients, including those taking VIVITROL. shouid be monitored for the development
of depression o suicidal thinking. Familias and caregivers of patients being treated
with VIVITROL should be alerted to the need to monitor patients for the emergence of
of L = and to report such symptoms to the patient's
healthcare provider. Alcohol Dependence: In controlled cinical trials of VIVITROL

of necrotic tissue. Some cases resulted in signicant scarring, The reported cases
Mmhmmmtgmmumm

subcutansous

the likelihood of severs injection site reactions. The needies provided in the carton
are customized needles. VIVITROL must not be injected using any other needle.
The needie lengths (either 1 1/2 or 2 inches) may not be adequate in every patient
because of body habitus. Body haditus should be assessed prior to each injection for
sach patient 10 assura that the proper needie is selected and that the needie length is

ite for { should ensure
that the VIVITROL Injection is given correctly, and should consider alemats treatment
for those patients whose body habitus preciudes an intramuscutar giuteal injection
with one of the provided needles. Patients shoud be nformed that any concaming

Patients exhibiting signs of abscess, cellulits, necrosis, or extensive swelling should
be by a to ine if referral to a surgeon s warranted.
opioid

aduits with alcohol dependence, adversa events of a suicidal nature
Were more Common in patients treated with VIVITROL than in patients treated with
placebo (1% vs 0%). In some cases, the suicidal thoughts or behavior occurred
after study discontinuation, but were in the context of an episode of depression that
began while the patient was on study drug. Two completed suicides occurred, both
involving patients treated with VWITROL. D lated events with
premature discontnuation of study drug were also more common in patients treated
with VIVITROL (~ 1%) than in placebo-treated patients (0%). In the 24-week, placebo-
controlied pivotal trial in 624 alcohol-dependent patients, adverse events involving
depressed mood were reported by 10% of patients treated with VIVITROL 380 mg,
as compared to 5% of patients trealed with placabo injections. Opigid Depandsnce:
In an open-iabel, long-term safety study conducted in the US, adverse events of a
suicidal natwe (depressed mood, suicidal ideation, suicide attempt) were

by 5% of opioid-dependent patiants treated with VIVITROL 380 mg (n=101) and 10%
of opioid-dependent patients treated with oral naltrexone (nw=20). In the 24-week,

Precipitation of Oploid Withdrawal: The of
(which are iated with the g of opioid in a
indrvidual) are uncomfortable, but they are not generally believed 1o be sevare or
jon. However, s precioitated abruotlv by the

placebo- 250 opioid-dependent
patients, adverse events involving depressed mood or suicidal thinking were not
reported by any patient in either treatment group (VIVITROL 380 mg or placebo)

V) .

Vivitrol

(naltrexone for extended-release injectable suspension)

When Reversal of VIVITROL Blockade Is Required for Paln Management
In an emergency situaion in patients receiving VMITROL, suggestions for pain
mmmumumdm‘rm!m
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Clinical and animal studies have
not been conducted for VIVITROL. Dailly oral administration of naltrexone to female
rats and rabbits increased the incidence of early fetal loss at exposures > 11 times and

monitored in an anesthesia care setting by persons not involved in the conduct of the = 2 times the human expasure, Daily oral administraion of naltrexone
surgical or diagnostic procedure. The oploid therapy must be provided by individuals %o pregnant rats and rabbits during the period of organogenesis did not induce
specifically trained in the use of anesthetic drugs and the of the on at up 1o 175 times and 14 times human exposure,

y etfects of potent opioids, ifically ',(mm.mmmuammm
of a patent airway and assi of the drug chosen toreverse  and miscamage for the indicated s unknown. Al have a
VIVITROL blockade, the patient should be closely by trained risk of birth defect, loss, o¢ other adverse outcomes. In tha LS. general

personne! in a setting equipped and staffed for y
MMMthmmmWL,Mmme i

ground risk of major birth defects and miscamiage i

case and one case of . Both cases required
hospitaization, and resolved after with and corti

Similar cases have bean reported in postmarketing use. Shouid a person receiving
VIITROL develop progressive dyspnea and ia, the di is of eocinophil

pneumonia should be considered. Patients shouid be wamed of the risk of sosnophilic
pneumonia, and advised to saek medical attention should they develop symptoms of
s s

the
dinically ies is 2% 10 4% and 15% to 20%, respectively. Clinical
Disease-associated maternal and embryo-fetal risk. Untreated opioid
addiction n pregnancy is associated with adverse obstetrical outcomes such as low
birth weight, preterm birth, and fetal death, In addition, untreated oploid addiction
often results in continued or relapsing Wicit opioid use. Published studies have
demonstrated that alcohol

the eventof reaction, patients shoul i

medical attention in a healthcare setting prepared to treat anaphylaxis. The patient

should not receive any further with VMTROL.

As with any ntramuseutar injection, VIVITROL should be administered with caution

lo patients with ia or any disorder (eg, h ia and

savere hepatic failure). Alcohol Withdrawal: Use of VIITROL does not eliminate
i with L

exposure on an

maﬂmhmamusGmmlmzmmmme
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did not induce malformations at doses up t0 200 mg/kg/day (175- and 14-times the
mummmmmmc,,‘,wrmmmm.umumm
Summary; Natrexone and its major metabolite, 6-naltrexol, ar present in human

nor diminish alcohol Y Tosts:
VIVITROL may be cross-reactive with cartain i y methods for the detection
of drugs of abuse (specifically opioids) in urine. For further information, reference to
the specific is

ADVERSE REACTIONS: Clinical Studies Experlence: Bacause clinical trials are
conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared 1o rates in the ciinical trials of
another drug and may not refiect the rates observad in practice. In all controfied
and L g th 9 VIVITROL, move than
1100patients X i TROL.
Approximately 700 patients have been treated for 6 months or more, and more than
400 for 1 year or longer. Adverse Events |ead i ation of ment
Alcohol Dependence: 'n controlied trials of & months or less in akcohal-dependent
patients, 8% of alcohol-degendent patients treated with VIVITROL discontinued
treatment due fo an adverse event, as compared to 7% of the alcohol-dependent
patients treated with placebo, Adverse events in the VIVTROL 380-mg group that
led to more dropouts than in the placebo-treated group were njection site reactions
(3%), nausea (2%), preonancy (1%), headache (1%), and suicide-related events
0.3%). In the ptacebo group, 1% of patients withdrew due to injection site reactions,
and 0% of patients withdrew due to the other adverse events. Opioid Dependance. In
a controlled trial of 6 months, 2% of opioid-dependent patients treated with VIVITROL
discontinued treatment due fo an adverse event, as compared to 2% of the opioid-
dependent patients treated with piacebo. Common Advarse Reactions: Alcohol
Dependénce: The adverse events seen most in associabon with VIVITROL
therapy for alcohol dependence (e, those occurring in 25% and at least twice as
frequently with YMTROL than placebo) inciude nauses, vomiting, injection site
reactions (including induration, pruritus, nodules and swetling), arthralgia, arthvitis,
o joint stiffness, muscle cramps, dizziness or syncops, somnolence or sedation,
anorexa, decreased appetite or other appetite drsorders. Opioid The

mik. There are no data on the effects on the breastied infant or the effects on milk

The health benefits of breastfeeding should be considered
mmnmuhumummwmumsm
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Pediatric Use: The safety and efficacy of VIMITROL have not been established in the
pediatric poputation. The pharmacckinetics of VIVITROL have not been evakuated in
2 pediatric population. Gerfatric Use: In trials of alcohol-dapendent subjects, 2.6%
In=26) of subjects were >65 years of age, and one patient was >75 years of age.
Clinical studies of VMTROL did nat include sufficient numbers of

pharmacokinetics of VIVITROL have not been in the gerfatric
This drug Is known to be substantially excreted by the kidney, and the risk of adverse
reactions to this drug may be greater in patients with impaired renal function. Becaise
elderly patients are more likely to have decreased renal function, it may be useful
to monitor renal function. Renal Impairment: Pharmacokinetics of VIVITROL are not
aftered in subjects with mild renal i (creatinine clearance of 50-80 mL/
min). Dose adyustment is not required in patients with mild renal impairment. VIVITROL
h in subjects with moderate and severs renal
mmmmmmm-ymouum”wmm
in the wrine, caution Is recommended in VIVITROL to patients with
: The ch A

moderate to severe renal imp Hepatic

uwrm-mmnmmm»mwm
(Groups A and B of the Child-Pugh classification). Dosa adjustment is not required in
subjects with mild or hepatic i VMITROL were

not in subjects hepatic

mmnmmmmummmw
to 764 mg were administered to 5 healthy subjects. There were no serious or savers
adverse events. The most common effects were injection sta reactions, nauses,

adverse events seen moet frequently in association with VIVITROL therapy in opioid
dependent patients (ie, thoss occurring in 22% and at least twice as frequenty
Wwith VMITROL than placebo) were hepatic enzyme abnormal ties, injection site pain,
nasopharyngitis, insomnia, and toothache.

DRUG  INTERACTIONS: Patients taking VMTROL may not benefit from opioid-
g gonizes the effects of opioid-containing

medicines, such as cough and cold antidiarrheal

opiod analgesics.

preparations and

USE IN SPECIFIC POPULATIONS: Pregnancy: Risk Summary: The available
data from published case series with VVITROL use i pregnant women are
insufficient o identity a drug-associated risk of major birth defects, miscarriage

pain, and dizziness. There were no significant increases in
hepatic enzymes. In the event of i should
be initiated.
gtwnmmumnmvmmrm. g {rev.
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(Alkermes:

ALKERMES and VIVITROL are registered trademarks of Akermes, Inc.
Manufactured and marketed by Alkermes, inc.
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