Vivitrol

(naltrexone for extended-release
injectable suspension)

HIGHLIGHTS O,m PRESCRIBING INFORMATION
. 'These highlights do not include all the information needed to use VIVITROL® safely and effectively. See fuli preseribing
- information for VIVITROL. ‘

VIVITROL® (naltrexone for extended-release injectable suspension)
Intramuscular :
Initial U.S. Approval: 1984

RECENT MAJOR CHANGES
Boxed Warning Removed 7/2013
Dosage and Admiristration, :
Switching from Buprenorphine and Methadone (2.3) 7/2013
Contraindications—-Acute Hepatitis or Liver Fafluze Removed 772013
Warnings and Precautions .
Vulnerability to Gploid Overdose (5.1) 7/2013
Injection Site Reaction (5.2) /2013
Precipitation of Opioid Withdrawal (5.3) 772013
Hepalotoxicity (5.4) . 7013

INDICATIONS AND USAGE -

* VIVITROL is indleated for the treatment of aleohol dependence 1 patients who are abe to abstain from aleohol in an
outpatient setting prior to initiation of treatment with VIVITROL. Patients should not be actively diinking at the time of
initial VIVITROL administeation (1.1),

* VIVITROL Is indicated for the prevention of relapse to oploid dependence, following opioid detoxification (1.2).,

* VIVITROL should be part of 2 comprehensive management program that includes psychosoclal support (1),

DOSAGE AND ADMINISTRATION
“The recommended dose of VIVITROL is 380 mg delivered intramuscularly every 4 weeks or once 2 mouth. The injection
should be administered by a healtheare provider as an Intramuscular (IM) glisteal injection, altetnating buttocks for each
subsequent injection, wsing the cation components provided (2 and 16.1),

Prior 1o initiating VIVITROL, an oploid-free durafion of 2 minimum of 7-10 days Is recormended for patlents, to avofd
precipitation of oplofd withdrawal that may be severe enough to require hospitalization (5.3).

VIVITROL must not be administered intravenously or subcutancously,
'The entire dose pack should be stored in the refrigerator (2-8°C, 36-46°F) (2.3 and 16.1).
Do not expose the product to temperatures above 25°C (77°F). VIVITROL should not be frozen (2:4).

DOSAGE FORMS AND STRENGTHS
VIVITROL is an injectable suspension containing 380 my of naltrexons in 4 microsphere formulation and 4 ml. difuent (3).

- CONTRAINDICATIONS
VIVITROL is contraindicated in:
+ Patients recelving opioid analgesics (5.3).
* Patients with curmrent physiclogic opioid dependence {5.3). .
* Patients in acute opicid withdrawal (5.3). .
« Any individual who has fatted the naloxone challenge test or has a positive urine sceeen for opiotds (4).
» Patients who have previously exhibited hypersensitivity to naltrexone, polylactide-co-glycolide (PLG),

carboxymethyicellulose, or any other comnponents of the diluent ().

Attachment B

WARNINGS AND PRECAUTIONS

» Vulnerahility to Opiold Overdose: Following VIVITROL treatroeat opiofd tolerance is reduced from prefreatment
baseline, and patients are vulnerable to potentially fatal cverdose at the end of a dosing inferval, alter missing a dose, or
after discontinuing VIVITROL treatment. - Afterpts to overcome blockade may also lead to fatal overdose (5.1).

» Injection Site Reactions: In some cases, {njection site reactions may be very severe. Seme cases of injection site
reactions required surgical intervention (5.2).

* Precipltatlon of Opioid Withdeawal: Oploid-dependent and opivid-using patients, including those belng treated for
alcohol dependence, should be aplod-freé before starting VIVITROL treatment, and should notify healthcare providers
of any recent opieid use. An opioid-free duration of a minimum of 7-10 days is recommended for patients to avoid
precipitation of opioid withdrawal that may be severe enough o require hospitaltzation. (5.3).

» Hepatotoxicity: Gases of hepatitis and clinically significant liver dysfunction were observed in assoclation with VIVITROL
treatment diring the clinical development program and in the postmarketing period. Discontinue use of VIVITROL iri the
event of symploms or signs of acute hepatitis (5.4).

* Depression and Suicidality: Monitor patients for the development of depression or suicidal thinking (5.5).

* When Reversal of VIVITROL Blockade Is Required for Pain Management: In 4n emergency stiuation in patients
recelving VIVITROL, suggestions for paln manggement include regional angigesta or use of non-opioid analgesics (5.6},

: ADVERSE REACTIONS
The adverse events seen most frequently in association with VIVITROL therapy for alcehel dependence (e, those occurting
I =5% and at least twice as frequently with VIVITROL than placebu) include nausea, vomiting, injection site reactions
(including induration, pruritus, nodules and swelling), muscle cramps, dizziness or spacope, sotmolence or sedation,
anorexla, decreased appetite or other appetite disorders (6).

The advezse events seen most freqriently in assockation with VIVITROL therapy in opinid-tependent patients (L.e., those
oceurelng In 22% of patients treated with VIVITROL and at least twice as frequently with VIVITROL than placebo) were
hepatic enzyme abnormalities, injection site pain, nasophatyngitis, insemnia, and toothache {6},

To report SUSPECTED ADVERSE REACTIONS, contact Alkermes, Inc. at 1-800-VIVITROL (1-800-848-4876)
and/or email: usmedinfo@alkermes.com or FDA at 1-800-FDA-1088 or www.ftla.govnedwalch,

DRUG INTERACTIONS
Naltrexone antagonizes the effects of opioid-containing medicines, such as cough and cold remedies, antidiairheal
prepatations, and opioid analgesics (7).

USE IN SPECIFIC POPULATIONS
» VIVITROL pharmacokinetics have not been evalvated In subjects with severe hepatic impalrment (8.7).
» Caution is recormnmended in administaring VIVITROL to patients with moderate to severe renal impairment (8.6).

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved Medication Guide

Revised: July 2013

Reference ID: 3348430
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE ,

Treatment with VIVITROL should be part of a compreliensive management prograim that Includes psychosocial support.
1.1 Alcohoi Dependence

VIVITROL s indicated for the treafment of aleohol dependence in patients who are abie to abstain from aloohol in #n
outpatient setting pricr to initiation of treatment with VIVITROL. Patients should not be actively drinking at the time of
Initlal VIVITROL administraticn,

1.2 Opioid Dependence

VIVITROL Is indicated for the prevention of relapse to opicid dependence, following opiotd detoxification.

% DOSAGE AND ADMINISTRATION
VIVITROL must be prepared and administered by a healtheare provider.

Prior o inffiating VIVITROL, an opioid-free duration of a minjmum of 7—10 days is recommended for petlents, to avoid
precipitation of oplold withdrawal that may be severe enough to require hospitalization [soe Wanzings and Frecautions (R3],

The recommended dose of VIVITRCL is 380 mg delivered intrarzuscularly every 4 weeks or onice a month, The injection
should be administered by a healthcare provider as an intraniscular (IM) ghuteal injection, alternating buttocks for each
subsequent injection, using the carton components provided fee How Supplied/Storage and fHandling (76)]. 'The needies
provided in the carton ars custoraized needles, VIVITROL must not be injected uslng anry other needle, The needle lenpths
(elther 1.5 or 2 inches) may not be adequate in every patient because of body habltus. Body habitus should be assessed pror
o eack injection for each patient to assure that needle Jength is adequate for intramuscular administration. For patients
with 2 larger amount of subeutaneous tissue overlying the gluteal muscle, the administering healthcars provider may
utilize the supplied 2-inch needle with needle protectlon device to help ensure that the injectate reaches the Intramuseular
mass. For very lean patients, the 1.5-inch neerle may be appropriate o pravent the nieedle contacting the periostenm.
Elther needle may be used for patients with average body habitus, Healtheare providers should ensure that the VIVITROL
injection is given correctly, and should consider altemnate treatment for those patfents whose body habitus precludes an
intramuscular gluteal injection with one of the provided neadles.

VIVITROL must not be admiaistered intravenously or subcutaneously.

If o patient misses a dose, he/she should be instructed to receive the next dose 2s soon as possible.

Pretreatment with oral naltrexone is not required before using YIVITROL.

2.1 Reinitiation of Treatment in Patients Previousiy Discontinued

There are no data to specifically address reinitiation of treatment. Pationts einitiating treatment sE._ VIVITROL should

be opioid-free at the time of dose administration /see fudivations and [isage (1), Coatraindications (4), and Wacniags and
Precaviions (5.3)]

2.2 Switching From Oral Naltrexone

There are no systematically collected data that specifically addtess the switch From oral naltrexorie fo VIVITROL.

|2.3 Switching from Buprenorphine, Buprenorphine/Naloxone, or Methadone

There are no systematically cellected data that specifically address the switch from buprenorphine or methadone to

_VIVITROL; however, review of posimarketing case reports lrave indicated that somé patients may experience severe

marifestations of precipitated withdrawal when being switched from opioid agonist therapy o opioid antagonist therapy
[see Wamyiags and Precautions {5.3)/. Patients transitioning frotn huprenerphine or methadone may be vuleerable to
precipitation of withdrawal symptoms for as long as 2 weeks, Healthcare providers should be prepared i manage withdrawal
symptomatically with non-opioid medications.



24 Directions for Use ] -
To ensiice proper dosing, it is iportant that you follow the preparation and admiistration instructions outlined in. this
docurnent. _
VIVITROL mst be suspended only in the diluent supplied in the caston and must be administered only with one of the
administration needles supplied in the carton. The microspheres, dilent, preparation ‘needle, and an administraton
needle with needle protection device are required for preparation and administraticn. Two thin-walled 1.5-inch needles
with needle protection device and two 2-inch thin-walled needles with needle protection device have been provided to
accommodate varylng patient body habitus. For patients with a larger amount of subcutaneous tssue averlying the gluteal
muscle, the administering healthcare provider may utilize the supplied 2-inch peedle with needle protection device to help
ensure that the injectate reaches the Intramuscular mass. For very lean patients, the L.5-inch needle may be appropriate
to prevent the needie contacting the petiosteurn. Either needle may be used for patients with average body habitus. A spare
administration needlé of each size Is proviced In case of clogging /see How SugpliedStorage and Handling (16}, Do not
substitute any other companents for the components of the carion. .
Prior to prepatation, allow drug to reach room temperature (approximately 45 minutes).
Parenteral products should be visually tnspected for particulate matter and discoloration pifor to administration whenever
solution znd container permit. A propetly mixed suspenston will be milky white, will not contain clumps, and will move
freely down the wall of the via! [se Directions for tse, lustration Deiow).
Product to be prepared and adminisiered by a healtheare provider. .
Keep out of reach of children, ’
Prepare and administer the VIVITROL suspension using aseptic techaique.
WARNING: To reduce the risk of 4 needlestick:

» Do not intentionally disengage the needle protection device.

« Discard bent or damaged needle into & sharps container and use the spare needle provided. Do not atterpt to

stralghten the needle or engage needle protection device if the needle is bent or damaged,
+ Do not mishandle the neeéle protection device in a way thatcould lsad to protrusion of the neecle.
+ Do not use free hand to press sheath over needle.

1, Remove the carton from refrigeration. Prior to preparation, aliow
drug to reach room temperature (approximately 45 minutes).

2, To ease mixing, firmly tap the VIVITROL microspheres vial on 2
hard surface, ensuring the powder moves freely. (see Figure B)

3. Remove flip-off caps from both vials, DO NOT USE LF FLIP-OFF
CAPS ARE BROKEN OR MISSING.

4. Wipe thevial tops with an alcobol swab.

5. Place the i-inch preparation needls on the syringe and withdraw
3.4 mL of the diluent from the diluent vial. Some diluent will
remain in the diluent vial. (see Flgure B)

Inject the 3.4 mL of dilventinto the VIViTROL mlcrosphere vial
THE CARTON SHOULD NOT BE EXPOSED TO TEMPERATURES EXCEEDING 25°C (77°F). (see Figure C)

The entire carton should be maﬁa in he refrigerator (2-8°C, 36-46°F). Unrefrigerated, VIVITROL microspheres can
b stored at temperatures ot exceeding 25°C (77°F) for ne maore than 7 days prior to administration. Do net expose
unefrigerated product to temperatires above 25°C (77°T). VIVITROL sheuld not be frozen.

VIVITROL® [naltrexone for extended -
release injeotable suspension] is supplied
in single use cartons. Carton Contents:
Dne - Packaga Insert/Directions for Lsa
One ~ Medication Guide

[Al One -« Diluent for the Suspension of Patenteral H.umon—agm
) i @Lnﬂwgﬂnwﬁwﬁnor mroca be visually Mix the powder and diluent by vigorously shaking the vial for
Microspheras Ispected MUMUE “_E_ma appraximately { minuts, (see Figure D)
{C] One - Prepackaged Syringe matfter and discoloration Ensure that the dose Is thoroughi ded o ;
) . : PO ‘ ; y suspended prior to proceeding to
(D} Two - TERUMO® 1.5 inch 206G priot to administrasion.

Administration Napdiss with Agua

Neodle Protection Device [ane spare]
[E) Twa - NEEDLE-PRO* 2 inch 206

Administration Needles with Grange

Needle Protection Device [one epats]
(F] One - TERUMO® 1 inch 206

Preparation Needle

[Mot for Administration]

Step B.

APROPERLY MIXED SUSPENSION WILL BE MILKY WHITE,
WILL NOT CONTAIN CLUMPS, AND WILL MOVE FREELY
DOWN THE WALLS OF THE VIAL,

NEEDLE-PRO® and the color orange applied to the needle protection device are trademarks
of the Smiths Medical family of companies.

Reference [T 3348430
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1. Immaediately after suspension, withdraw 4.2 ml. of the suspension
 inte the syringe using the same preparation needle. (sea Figure £)
2. Select the appropriate needle for an intramuscular injection based
on patient’s body habitus: .
a. 1.5-inch TERUMO® Needle
b. 2-inch NEEDLE-PRO® Needle

1. Remove the preparation needle and replace with appropriately
selected administration needle for immediate use,

2, Peel the blister pouch: of the selected administration needle open
halfway. Grasp sheath using the plastic pouch. Attach the fuer
connection 1o the syringe with an easy clockwise twisting motion.
(see Figure F)

3. Seat the needle firmly on the needle protection devics with 4 push
and cloclwise tist.

1. Pull the shéath away from the needie — do not twist the sheath
because it could result in Ioosening the needle,

2. Prior to injecting, tap the syringe fo release any air bubbles, then
push gently or: the plunger until 4 . of the suspension remains in
the syringe. (see Figure G)

THE SUSPENSION 1S NOW READY FOR IMMEDIATE
ADMINISTRATION.

1, Uslng a circuiar motion, clean the injection site with the alcohol swab.,
Let the site dry before injecting. Do not touch the site again before
giving injections.

2. Administer the suspension by deep inframuscular (04) Injection
into 2 gluteal muscle, alternating buttocks per monthly injection.,
Remember to aspirate for blood before injection. (see Figure H)

3. I blood aspirates or the needle clogs, do not inject. Change to the spare
needle provided in the carton and administer into an adjacent site in :
the same gluteal region, again aspirating for blood before injection.

4, Inject the suspension in a smooth and continuous motion,

VIVITROL must NOT be given intravenously or subcutaneousty.

After the injection is administered, cover the needle by pressing
the needle pretection device against a flat surface using a one-
handed motion away from self and others. (see Figure I)

Visually confirm needle 1s fully engaged into the needle
protection device. {see Figue J)

DISPOSE OF USED AND UNUSED ITEMS IN PROFER
WASTE CONTAINERS..

v



3 DOSAGE TORMS AND STRENGTHS
YIVITROL 1s an injectable suspension for single use. VIVITROL containg 380 mg of nalirexone in 4 microsphere
formulation per vial (337 mg of naltrexone per gram of microspheres) and 4 ml dilvent.

{4 CONTRAINDICATIONS

VIVITROL Is contraindicated in:

» Patients receiving opioid analgesics [see Wamings and Frecautions (5.3)/.

» Tatients with current physiclogic opioid dependence /see Famings and Precauiions (5.5)7.

« Patients in acute opioid withdrawal fsee Warnings and Precautions (5.3)],

» Any individual who has failed the mﬁouo? challenge test or has a posilive urine sceeen for opioids fsee Warnings and
Precautions (5.3/],

= Pattents who have previously exhibited hypersensitivily to naltrexone, PLG, catboxymethylcellulose, or any other
components of the diluent [see Wamings and Precautions (5.8)].

5 WARNINGS AND PRECAUTIONS

| 5.1 Vulnerability to Opioid Overdose

After opioid detoxification, patients are likely 1o have reduced tolerance to opioids. VIVITROL hlocks the effects of exogenous
opioids for approximately 28 dags after administration. However, a5 the blockade wanes and eventually dissipales
completely, patients whe have been treated with VIVITROL may respond to lower doses of opfoids than previously used,

Just as they would have shortly after completing detoxification. This could result in potentially ife-threatening opicid
intoxication {respiratory comprormise or arzest, clreulatory collapse, etc.) if the patlent uses previously tolerated doges of

oploids, Cases of opioid overdose with fatal outcomes have been reported in patients who used oploids at the end of & dosing

interval, after missing a scheduled dose, or afler discontinuing treatment.

Patients should be alerted that they may be more sensitive to oploids, even at lower doses, after VIVITROL treatment i
discontinued, especially at the end of 2 dosing interval (1.e,, near the end of the month that VIVITRGL was administered), or
after a dose of VIVITROL is missed. 1i s important that patients inform Family members and the people closest to the patient
of this increased sensitivity to oploids and the visk of overdoss fsee Patient Counseling Information (17)].

There is also the possibility that a patient who is treated with VIVITROL could overcome the opioid blockade effect of
VIVITROL. Although VIVITROL is a potent antagonist with = prolenged pharmacological effect, the blockade produced by
VIVITROL I3 surmountable. ‘The plasma concentration of exogenous opioids attained immediately following their acuts
administration may be sufficlent to overcome the compelitive receptor blockade. This poses a potential risk 1o individials
who attempt, on their own, to overcome the blockade by administering large ameunts of exogenous opioids, Any attempt
by 4 patient to overcome the Bﬁmoama by taking ooioids is especially dangerous and mnay lead to Em threatening opicid
intoxication or fatal overdose.
[see Patient Cour mﬁw%@%ﬁg (@77

5.2 Injection Site Reactions

VIVITROL infections may be followed by paim, tenderness, induration, swelling, erythems, brisising, or prutifus; however, in
soiwe cases Injection site reactions may be very severe. In the clineal trials, one patient developed an area of induration that
continued o enlarge after 4 weeks, with subsequent development of nécrotic tissue that requited surgical excision. Iz the. .
postmarketing period, additionzl cases of Injection site reaction with features including induration, cellulitis, hematoma,
abscess, sterile abscess, and necrosis, have been reported. Some cases required surgical intervention, including debridernent
of necrotic tissue. Some cases resulted in significant scarring. The reported cases cecurred primarily in female patients.
VIVITROL Js administered as an intramuscalar gluteal injection, and inadvertent subcutanzous injection of VIVITROL

may Increase the likelinood of severe injection site reactions. The needles provided in the carton are customized needles.
VIVITROL muist not be injected using any other needle. The needle lengths (either 1.5 inches or 2 inches) may not be
adequate In every patient because of budy habitus. Body habltus should be assessed prior to each injection for each patient
to assure that the proper needle is selected and that the needle length is.adequate for inttamuscular adminisiration,

For patients with a farger amount of subcutaneous tissue overlying the gluteal muscle, the administering healthcare
provider may ufilize (he supplied 2-inch needie with needle protection device to help ensure that the injectate reaches the
intramuscular mass. For very lean patients, the 1.5-inch needle may be appropriate to preven: the needle contacting the
periosteurn. Hither needle may be used for patients with average body habitus. Healtheare providers should ensuze that

the VIVITROL injection is given correctly, and should consider alternate treatment for those patients whose body habitus
precludes an intramuscular ghutea! injection with one of the provided needles.

ould be fold of the serious consequences of
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Patients shoulé be informed that any concerning injection site reactions should be hrought to the atfention of the
healtheare provider /fsee Patient Counseling Information (17)/. Patients ex: hibiting slgns of abscess, calhulitis, necrosis, or
extensive swelling should be evaluated by a physiclan to determine if referral to a surgeon is warranted.

53 Precipifation of Opioid Withdrawal

The symptoms of spontaneous opioid withdrawal (which ate associated with the discontinuation of opioid in a dependent
Individual) age 382832 but they are pot %%EE. _é__%% fo be Severe of mmommm_gm wo%:mﬁm&ow However,
when withdrawal is
{he resulting withdrawal syndrome can be sevare encugh to require hospitalization. Review of postmarketing cases of
precipitated oploid withdrawal in association with nallrexone trealment has identified cases with symptoms of withdrawal
severe enough o require hospital admission, and In some cases, management in the intensive care unit.

To prevent occurrence of precipitated withdeawal in patients dependent en opiolds, or exacerbation of a pre-existing
subclinical withdrawal syndrome, opioid-dependant patients, including those heing treated for ateohol dependence, should
be vpioid-free {inclnding tramadol) before starting VIVITROL trealrnent. An opioid-free interval of 2 minimum of 7-10
days is recommended for patients previcusly dependent on short-acting oploids. Patients transitioning from buprenorphine
or tethadone may be vulnerable to precipitation of withdrawal symptoms for a5 long as two weeks,

If & more rapid transition from agonist to antagonist therapy is deemed necessaty and appropriate by the healthcare
provider, monitor the patient closely in an appropriate medical selting where precipitated withdrawal can be managed.

In every case, healthcare providers should always be prepared to manage withdrawal symplomatically with non-opioid
medications because there is no conypletely reliable method for determining whether a patient has had an adequate
opioid-free period. A naloxona challenge test may be helpful; however, 4 faw case tepolis have indicated that patienis may
experlence precipitated withdrawal despite having a negative urine toxicology screen or tolerating a naloxone challenge
test {usually in the setting of transitioning from buprenorphine treatment). Patients should be made aware of the tisks

- associated with precipitated withdrawal and encouraged to give an accurate account of last oploid use. Patients treated

for alcobol dependence with VIVITROL should also be assessed for underlying opioid dependence and for any recent use

of apicids prior fo Initiation of treatment with VIVITROL. Precipitated opioid withdrawal has been observed in alcohol-
dependent patieats in circumstances where the prescriber had been vnaware of the additional use of apioids or co-
dependence on opioids.

| 5.4 Hepatotoxicity

Gases of hepatitis and clinically significant liver dysfurction were observed in association with VIVITROZ exposure during
the clinical developiment program and in the postmarketing period. Translent, asymptornatic hepatic transaminase
elevations were also observed in the clinical trials and postmarketing period. Although patients with clinically significant
Liver disease were not systematically studied, clinical trials did include patients with asymptomatic viral hepatitis infections,
When patients presented with elevated transaminases, there were often other potential causative or contributory etiologies
identified, including pre-existing alooholic liver disease, hepatitis B and/or G infection, and concomitant usage of other
potentially bepatotoxic drugs. Although clinically significant liver dysfunction is not typically recognized 4s 2 manifestation
of opicid withdrawal, opioid withdrawal that is precipitated abruptly maty lead to systemic sequelas including acute

Liver injury.

Patients should be warned of the risk of hepatic injury and advised to seek medical attention If they experience symptoms of
acute hepatitis, Use of VIVITROL should be discontinued in the event of symptoms and/or signs of acute hepatitis,



5.5 TDepression and Suicidality
Alcohol- and opiold-dependent patients, Including those taking VIVITROL, should he monitored for the development of
depression or suicidal thinking, Families and caregivers of patients being treated with VIVITROL should be alerted to the
need to nionftor patients for the emergence of symptoms of depression or suicidality, and v report such spmptoms to the
patient’s healthcare provider,

Alcobol Dependence .
In controlied clinical frials of VIVITROL administered to adults with zlecho! dependence, adverse events of 2 suicidal nature
(suicidal ideation, suicide attempts, completed sitoides) were infrequent overall, but were more common in patients treated
with YIVITROL than in patients treated with placebo (1% vs 0). In some cases, the suicidal thoughts or behavior peeurred
after study discontinuation, bt were in the context of an episode of depression that begar while the patient was on study
drug, Two compieted suicides oocurred, both involving patients treated with VIVITROL.
Depression-related events associated with premature discontinuation of study drug were also more commen in patients
treated with VIVITROL {~1%) than in placebo-ireated patients (0).
In the 24-week, placebo-controlled pivotal trial in 624 aleoho!-dependent patients, adverse events involving depressed
mood were reporfed by 10% of patiants treated with VIVITROL 380 mg, 23 compared to 5% of patients trezled with piacebo
injections,

0i nee
In an open-lzbel, long-teera safety study conducted in the US, adverse events of a suicidal natre (depressed mood, suicidal
ideation, sulcide attempt) were reported by 5% of opioid-dependent patients treated with VIVITROL 380 mg (n=101) and
10% of apioid-depzndent pattents treated with oral nalirexone (n=20). In the 24-week, placebo-contralled pivotal trial that
was condugted in Russiz, in 250 opioid-dependent patlents, adverse events involving depressed mood or suicidal thinking
were nof reported by any patient in ejther treatment group (VIVITROL 380 mag or placebo),
56 When Reversal of VIVITROL Blockade Is Required for Pain Management
In an emergency situation in patients receiving VIVITROL, suggestions for pain management include regional analgesia
or use of non-opioid analgesics. I opioid therapy is required as part of anesthesia or analgesia, patients shouid be
contiptously monitored in an anesthesia care setting by persons not involved in the conduct of the surgical or diagnostic
procedure. The oplold therapy must be provided by individuals specifically trained in the use of anesthetic drugs and the
management of the respiratory effects of polent opioids, specificaliy the establishment and maintenance of 4 patent airway
and assisted ventilation. ]
Lerespective of the drug chosen fo reverse VIVITROL biockadz, the patient should be monitored closely by appropriately
trained personnel in 4 setting equipped and staffed for eardioptlmonary resuscitation.
5.7 EFosinophilic Pneumonia
In clinical trials with VIVITROL, there was one diagnosed case 2nd one suspected case of ecsinophilic pneumoniz. Both
cases required hospitalization, and resolved after treatment with antibiotics and corticosteroids. Similar cases have been
reported in postmarketing vse. Should 4 person recelving VIVITROL develop progressive dyspea and hypoxema, the
diagnosts of eostnophilic preumonta should be considered /see Adwerse Reactions (537, Patients should be wamed of
the risk of eosinophllic pnenmoniz, and advised to seek medical zttention should they develop symptomms of preumonia,
Clinicians should consider the possibillty of eosinophilic preumoniz in patients who do not respond o antibiotics.
5.8 Hypersensifivity Reactlons Including Anaphylaxis
Cases of urticatia, angloedems, and anaphylaxis have been observed with use of VIVITROL i the clinical trial setting and
in postematketing use. Patients should he warned of the isk of hypersensitivity reactions, incliding anaphylaxis. Tn the
even: of a hyperseasitivity teaction, pattents should be advised to seel fmmediaze medical attentior: i a healtheare sefting
prepared bo treat anaphylaxis, The patient shoubd not receive any further treatment with VIVITROL,
5.9 Intramuscular Injections
As with any intramuscular injection, VIVITROL should he administared with caution 1o patients with zﬁeuvooﬁ%oﬁm or
any coagulation disorder (eg, hemophilia and severe hepatic faiture),
5.10 Alcohol Withdrawal .
Use of VIVITROL does not eliminate net diminish glechel withdraywal symptoms.
5.11 Interference with Lahoratory Tests

YIVITROL may be cross-reactive with certain imrmunoassay methods for the detection of drugs of abuse (specifically opiotds)

Inusine. For further information, reference to the specific immunoassay instructions is recemmended.

Reference ID: 3345430

G ADVERSE REACTIONS
Serious adverse reactions that may be associated with VIVITROL therapy In clinical use include: severs injection site

Teactions, eosinophilic pneunonia, serious allergic reactions, unintended precipitation of opioid withdrawal, accidental

opiold overdose and deprassion and sulcidality.
The adverse events seen most frequently in assoctation with VIVITROL therapy for alcohol dependence (ie, thosz oceurring
in =5% and at least twice as frequently with VIVITROL than placebo) include nausea, vomIting, Injection site rezctions
(ncluding induration, pruritus, nodules and swelling), muscle cramps, dizziness or syncope, somunolence or sedation,
anorexia, decreased appetite or other appetite disorders.
The adverse events seen rmost frequently in association with VIVITROL therapy in oplold-dependant patients (ie, those
oceurring in =2% and al least twice as frequently with VIVITROL thant placebo) were hepatic enzyme abnormalities,
injection site pain, nascpharyngitls, insomniz, and toothache,
6.1 Clinical Studies Experience
Because clinical trizls are conducted under widely varying conditions, adverse reaction EE ohserved in the clinicaf trials of
a drug cannot be directly compared to rates In the clinteal trials of another drug and may not reflect the rates obsesved
in practice.
In all controlled and uneontrolled trials during the premarketing developrment of VIVITROL, mare than 1160 patients with
aleshol and/or opioid dependence have been treated with VIVITROL. Approximately 700 patients have been treated for
6 months or more, ‘Em tuore than @o WE. 1 year or longer.

rerse

cohal Dependence
In controlled trials of § months or less In alcohol-dependent patients, 9% of aloohoi-dependent patients treated with
VIVITROL discontinued teatment due to an adverse event, as compared to 7% of the alcohol-dependent patients weated
with placebo. Adverse events in the VIVITROL 380-mg group that led to more dropouts than in the placebo-treated group
were injection site reactions (3%}, nausea (2%), pregnaney (1%), headache (1%), and suicide-related events (0.3%). Ir Lhe
placebo group, 1% of patients withdrew due o injection site reactions, and 6% of patients withdrew due to the other adverse
gvenfs.
Oplof mcmmnuum_.a
In & controlled trial of 6 months, 2% of opicid-dependent patients treated with VIVITROL discontinued treatment due to an
adverse event, 25 compared to 2% of the opiold-dependent patients treated with placebo.
Cogrmon Adverse Reactions
Alcohol Dependence .
Table 1 lists all treatment-emergent clinical adverse reactions, regardless of causality, ocourring in =5% of patients with
alcohol dependance, for which the incidence was greater in the combined VIVITROL group then in the placebo group. A
mafority of patients treated vith VIVITROL in clinical studies had adverse reactions with & maximum intensity of
“mild” or “modesatz”.




Table I: ‘Treatment-emergent Adverse Reactions (Reactions in =5% of patients with alcohol dependence igid Depende B

treated with YIVITROL and eccurring more frequently in the combined YIVITROL group than In the open-label, Jong-tem safaty study conducted in the US, the commonly reported adverse reactions among the opicid-
in the piacebo group) . dependent patients in the study were similar fo those commonly observed events In the alcohol-dependent populations
- 11 VIVITROL clinical trials as displayed in Table 1, above. For example, injectlon sile reactions of all types, nausea and
o i Ad caction/ Preferred T Placebo | Naltr for extended-reles table : i LN
Body System vesse Reaction Preferted Term | Placebo MM%&MMNMM o preEse Injee diarrhea occurred in more tan 5% of patients on VIVITROL in the open-label study. T contrast, 48% petcet, of the opioid-
dependent patients had at least one adverse event in the “Infections and Infestattons” Body Systemn. Adverse Reactions/
N=214 400mg  [380mg | 190mg Al ceforn o . i . R
N=25 N=205 N=210 N=440 Preferred Terros of nasopharyngitis, upper respiratory tract infection, urinary tract infection, and sinusitis were most "
- commonly reported. :
N |% [N |% [N"|% |[N |[% [N |%
mﬁq&;ﬁ?& Neusea 26 |10 [& |32 |68 |33 [53 |25 12912 In the placebo-controiled stady in opioid-dependent patients conducted in Russta, the overall frequency of adverse events
Disorders Vomiting NOS 12 [6 |5 [z |2 {14 |22 b0 |%3 [12 was lower than in the U.5. population described sbove. Table 2 lists treatment-emergent clinical adverse events, regardiess of .
Diarthea & a1 lw 3 |z b s [z {1 57 |3 cansality, oconring L =2% of patlents with opioid dependence, for which the incidence was greater in the VIVITROL group :
sbdominal pain B v 1s 12 156 1% (013 |0 |» tu than in the placebo group. All mnﬁam.mﬁua were assessed as having 2 maximum Intensity .ch EWE.“ ot “moderate.”
: 7 Table 2: Treatmeni-emergent Clinical Adverse Evenis (Events in =2% of patients with opioid dependence
. Dry Mouth ) |4 # (W15 |8 L treated with VIVITROT, and ocourring more frequently in the VIVITROL group than. in the placebe
Infections & Pharyngitis ©) 23 (11 [0 fo a2 |1 |z |w |57 |8 up)
. §rOUR).
Indestations : ,
Paychlatric Disorders | Insominia, slecp disorder RN EI R ERE Body System Adverse Event/ Placebo VIVITRO!L 380 mg
) Preferred Term N=124 N=126
Aniety 17 b8 |2 Y8 Jo4 | [16 [8 42 (10
Depression 9 14 jo [0 17 18 V7 |3 (2 |5 I % n %
General Disorders & | Any ISR 106 |50 |22 |68 |142 |69 |12l {58 [285 [65 Tnvestigations Alanine 7 6 16 13
hdminisiration Site | 1pjecton sle tenderness B |39 |18 |7 |u |4 |8 (@ || aminotransferase
Conditions increased
Tnjection sile induration B |8 |7 (28 [71 {35 {52 [25 [130 (30 :
Injection sile pain 1% [7 |o Lo |34 |17 [22 {10 {56 [13 Aspartate 3 2 13 10
Ofter ISR (pritmarily nodules, s |4 [e |32 {30 [15 [16 |8 {54 {12 , aminotransferase .
swelling) increased
Injection site pruritus o o Jo {o |20 [0 |15 [6 |3 [8 Gamma- 4 3 9 7
Injection site ecchymesis s jo [0 {4 j7 19 |4 |B |5 : . m_ﬁﬂam ransferase
Asthenlc conditions & 20 (12 |3 12 |47 |23 |40 119 [90 [20 TS
Mscloskeletdl & | Abralgia, anbrits, jointstlness |11 b5 |1 {4 ted [12 [12 |6 |37 |9 Tnfections and Infestations Nasopharyngitis 4 3 . ? /
mﬁﬂ%ﬁ Tissue | Back pain, back stffuess w015 11 |4 |12te (|7 |27 ¢ etz 5 4 6 5
171500 .
Muscl ] 1 o o [ |8 [5 |2 [
el 3 2 > Psychlatric Disorders Insomnia 1 1 3 6
Skin & Subcutancous | Rash B 8 |4 [3 [z]n|s |w|s |56
‘Tissue Disorders Vascular Disorders Hypertension 4 2 b 5
Nervous System Headache 1) a9 (18 [9 36 |51 |25 |34 J16 fod @
Disordens e i - 2 General Disorders and Administration Site | Injectonsitepain | 1 - 1 6 5
: Dizziness, syncope 9 [4 |4 |16 f27 |13 |27 [13 §58 |13 "
Conditions
Somnolence, sedation 2 1 3 1218 |4 |9 |4 0 15
Veabolbm& | Anorea, appeie decroased M08, | 6 (3 |5 |0 |30 |4 |15 |6 [4]u Gastrotntestinal Disordoss Toathache 2 2 5 4
Nutrition Disorders  { appetite disorder NOS Nervous System Disorders Headache 5 2 § 3
) Tncludes the preferred terms: diarthea NOS; frequent bowel moverments; gastrotntestinal upset; looss stools.
) Includes the preferred terms: abdominal pain NOS; abdomiinal pain upper; stomach discomfort; abdominal
pain lower
0 Includes the preferred terms: nasopharyagitls; pharyngitls streptococcal; pharyngitis NOS ,
d) Inciudes the preferred terms: anxiety NEC; ansiety aggravated; agitation; obsessive compulsive disorder; panic
attack; nervousness; posttraumatic stress . ’
) Tnchudes the preferted terms: malaise; fatigue (these two compyise the majority of cases); lethasgy; sluggishness
0 Tncludes the preferred terms: muscie cramps; spasms; tightness; twitching; stiffness; vigidity
b3 Includes the preferred terms: rash NOS; rush papular; beat rash
h) Tneludes the preferred terms: headache NOS; sinus headache; migraing; frequent headaches :

Rejerence ID: 3348450



Latoratory Tests

Tosinophil Count:

In clinical trials, subjects on VIVITROL had increases in eosinophil counts relative to subjects on placebo. With continued
use of VIVITROL, eosinophil counts returmed to normal over a period of several months.

Platelet Gount:

VIVITROL 380 mg was associated with a decrease in platelet count, In clinical trials, alcohol-dependent patients treated
with VIVITROL experfenced 4 mean maximal decrease i platelet count of 17,8 x 10%/ul, compared to 2.6 x 10%/L is
placebo patients.

After 24 weeks of treatment, opioid-dependent patients treated with VIVITROL experfenced a mean masdmal decrease in
platelet count of 62.8 x 103/pL, compared to 399 x 104 in placebo patients, In randomized controlied trials, VIVITROL
was not associated with an increase in bleeding-related adverse events.

Hepatic Enzyme Elevations:

In shori-term, controlled irials, in alcohol-dependent patients, the incidence of AST elevations associated with VIVITROL
treatment was similar to that observed with oral naltrexone treatment (1.5% each) and slightly higher than observed with
Pplacebo treatment (0.9%).

Tn the 6-month controlled trial conducted in opioid-dependent subjects, 89% had a baseline diagnesis of hiepatitis G
Infection, and 41% had a baseline diagnosis of HIV Infectlon. There were frequently observed elevated liver enzyme levels
(ALY, AST, and GGT); these were more commanly reported as adverse evenls in the VIVITROL 380-mg group than in the
placebo group. Patients could not enroll In this trjal if they had a basaline ALT or AST value that was more than three times
the upper limit of normal, More patients treated with VIVITRCI in this study experienced treatment-emergent elevations
I transamiziases (o more than three thnes the upper limit of normal than patients treated with placebo, Shifts to more
than three times the upper limit of normal occursed In 20% of patients treated with VIVITROL as compared with 13% of
placebo patients., Shifts In values of AST to more than three fimes the upper limit ware also more common in the VIVITROL
(14%) arm compared with the placebo (11%) anm. Oploid-dependent patients treated with VIVITROL experienced a mean
maximal increase fiom baseline ALT levels of 61 IU/L compared with 48 IU/L in placebo patients. Similary for AST,
opioid-dependent patients treated with VIVITROL experienced 4 mean maximal increase from baseline AST levels of 40 IU/L
compared with 31 IU/L in placebo patients.

Creatinine Phosphokinase;

In short-term controiled trials in alcohol- %Es%a patienis, more patlents treated with VIVITROL 380 my (11%} and oral
nzlirezone (17%) shifted from normal creatinine phosphokinase (CPK) Jevels befors treatment to abnormal GPK levels

at the end of the trlals, compared to placebo patients (8%). In opan-label trials, 16% of patients dosed for more than 6
months had increases in CPK. For both the oral nalfrexone and VIVITROL 380-mp groups, CPK abnormalities were most
frequently in the range of 1—2 x ULN, However, there wese repouts of CPK abnormalities as high as 4x ULN for the aral
nalirexone group, and 35 x ULN for the YIVITROL 380-my group. Overall, there were nio differenices between the placebo
and nalirexone (oral or injectable) groups with respact to the proportions of patients with a CPK value at least three imes
the upper [fmit of normal. No factors other than naltrexone exposute were associated with the CPX alevations.

More opicid-dependent patients treated with VIVITROL 380-mg (39%) shifted from nomal creatinine phosphokinase (CPE)
levels before treatment to abnormal CPEK levels during the study as compared to patients treated with placebo (32%). Ther
were reports of GPE ahnormalities as high as 41.8 x ULN for the placsbo geoup, and 22,1 x ULN for .%m VIVITROL

380-mg group.

Other Events Observed During the VIVITROL Clinical Studles

The fellowing is a list of treatment-emergent adverse reactions reported by aleohol- mm&e. opioid-dependent subjects
treated with VIVITROL in all clinical trfals. The listing does not inciude those events already Hsted in the previous tables
or elsewhere in labeling, those events for which a drug cause was remote, thoss evens that wetz so general as o be
uninformative, and those events reported only once that did not have 4 substantial EQEE ity of being acutely
[ife-threatening.

Blood and Lymphatic System Disorders - lymphadenopathy (including cervical adenitis), white blood cell count
increased

Gardiae Disorders — anglna pectorls, angina unstable, atrial fibzillation, cardiac failure congestive, cotonary artery
atherosclerosls, myocardial infatction, palpitations

Eye Disorders - conjunctivitis, vision blurred

Gastrointestinal Disorders — abdvminal discomfort, colitis, constipation, mmE_%nn pastroesophageal reflux disease,
gastrointestinal hemorrhage, hemorrhoids, pancreatitis acute, paralytic leus, perirectal abscess
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General Disorders and Administration Site Conditions — chest pain, chest tightness, chills, face edema, irrltability,
Jethargy, pyrexia, rigors

Hepatobiliary Disorders — cholecystitis acute, cholefithizsis

Imumune System Disorders — seasonal allergy, hypersensitivity reaction (including angieneurotic ederma and utticaria)
Infections and Infestations - bronchitis, gastroenteritis, laryngiils, preumonda, sinusitis, tooth abscess, upper
respiratory tract infection, urinary tract infection, advanced HIV disease in HIV-infected patients

Investigations —weight decreased, weight increased

Metabolism and Nutrition Disorders ~ appelile increased, dehydration, heat exhaustion, hypercholesterolemia
Musculoskeletal and Connective Tissue Disorders —joint stiffness, tnuscle spasts, myalgia, pain In limb

Nervous System Disorders — cerebral arterial aneurystn, convulsions, disturbance in attention, dysgeusta, mental
Impairment, migraine, ischemic siroke, patesthesia

Pregnancy, Puerperium, and Perinatal Gonditions - abortion missed

Psychiatric Disorders — abnormal dreams, agitation, alcohol withdrawal syndrome, euphorde mood, defiring, libide
decreased

Respiratory, Thoracic, and Mediastinal Disorders — chronic obsirictive pulmonary disease, dyspnea,
pharvngelaryngeal pain, sinus congestion

Skin and Subcutaneous Tissue Disorders —night sweats, prurftus, sweating increased

Vasewlar Disorders ~deep venous thrombosis, hot flushes, pulmonary embolism

6.2 Postmarketing Reports

Hypersensitivity Reactions including Anaphylaxis

Hypersensitivity reactions including anaphylagis have been reported during postmarketing surveiilance,

Reporis From Other Intramuscular Drug Products Gontaining Polylactide-co-glycolide (PLG) Microspheres
Retinal Artery Qcclusion

Retinal arlery ocelusion after injection with anolher drug product containing polylactide-co-glycolide (PLG) microspheres
has been reported very rarely during postmarketing surveillance. This svent has been reported in the presence of abnormal
arteriovenous anastomosis, No cases of retingl arfery occlusion have been reported during YIVITROL elinical triaks or
postmarketing surveillance, YIVITROL should be administered by intramuscular (1) injection {ato the ghuteal muscle,
and care must be taken to avoid Jnadvertent injection into a bloed vessel Sz Dosage and ddministration (2)),

7 DRUG INTERACTIONS
Patlents taking VIVITROL may not benefit from opioid-containing medicines. Naltrexone antagonizes the effects of o?ca.
contalning medicines, such as cough and cold remedies, antidiartheal proparations and opiold analpesics.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

There are o adequate and well-controlled studles of elther naltrexone or VIVITROL in pregnant women. VIVITROL should
be used during pregnancy enly If the potential benefit justifies the potential risk to the fetus,

Pregnancy omﬁmwﬁw C: Reproduction and developmental studies have not been conducted for VIVITROL, Studies with
naltrexone administered via the ozal route have been conducted in pregnant rats and rabbits.

Teratogenic Effects: Naltrexone has been shown to increase the incidence of early fetal loss when given to rats at doses
=30 my/kg/day (11 times the human exposure based on anAUC, ., comparison) ant to rabbits st oral doses =60
myg/kg/day (2 times the human exposure based on an UG, Comparison),

There was no evidence of teratogenicity when naltrexone was adwministered orally to rats and rabbits during the period

of major organogenesis at doses up 1o 200 mg/kg/day (175- and 14-times the human exposure based on an AUG
comparison, respectively).

8.2 Tahor and Delivery

‘The potential effect of VIVITROL on duration of labor and delivery in humans s unknown.

83 Nursing Mothers

Transfer of naltrexone and & 3 -naltrexol info human milk has besn reported with oral naltrexone. Because of the polential
for turmordgenicity shown for nalfrexone in animal studies, and because of the potential for seripus adverse reactions in
mursing infants from YIVITROL, 2 decision should be macke whether to discontinue nusing or to discontinue the drug,
taking into acoount the importanca of the drug to the mother.

@)



8.4 Pediatric Use

“Ihe safety and efficacy of VIVITROL have niot been established in the pediatric population. The pharmacokinetics Sn
VIVITROL have not been evaluated in a pediatric population.

8.5 fGeriateic Use.

T trials of aloohol-dependent subjects, 2.6% (n=26) of subjects were 5 years of age, and one patient was >75 years of
age. Clinical studies of VIVITROL did not include sufficient numbers of subjects age 65 and over v determine whether they
respond differently from younger subjects. No subjects over age 65 were included in studies of apiold-dependent subjects,
The pharmacckinetics of VIVITROL _.Eé not been evaluated in the gerfatric population.

8.6 Renal Impalrment

Pharracokinetics of VIVITROL are not altered in subjects with mild renal insufficiency (creatinins clearance of 50-80
ml/min). Dose adjustment is not required in patients with mild renal impairment. VIVITROL pharmacokinetics have not
been evaluated In subjects with modsrate and seveze tenal insufficiency, Because nalirexone and its primary metabolite are
excreted primarily in the urine, caution is recommended i administering VIVITROL to patients with rooderate to severe
renal impaitment fsee Clinical Phatmacology (12.3)].

8.7 Hepatic Impalrment

The pharmagakinetics of VIVITROL are not altered in subjects with mild to moderate hepatic tmpairment 8855,, and B
of the Child-Pugh elassification}. Dose adjustment fs not required in subjects with mild or moderate hepatic impatrment.
VIVITROL pharmacokinetics were not evaluated in subjects with severs hepatic impalrments

[5ee Clinical Phamiacology (12.3)].

10 OVERDOSAGE
There is Jimited experjence with overdose of VIVITROL. Single doses up to 784 mg wete adninistered to § healthy subjects.
There were 00 serlovs ot severe adverse events, The most common effects were injection site reactions, nausea, abdominal
pain, semnolence, and dizziness. There were ne significant increases in hepatic enzyimes,
Tn the event of an overdose, appropriate supportive treatiment should be initiated, ’
11 DESCRIPTION
VIVITROL® (naltrexone for extended-release injectzble suspension) is supplied as & microsphere forrmulation of naltrexone
for suspension, to be administered by intramuscular injection. Maltrexone is an oplold antagondst with little, if any, opieid
agonist activlly,
Naltrexone is destgnated chemically as morphinan-6-one, 17 (eyclopropylmethyl) 4,5-epoxy-3, S;n__éaaéé a) (GAS
Reglstry # 16590-41-3). The mofecular formula is G, H,NO, and ifs molecular %ﬁ? 13 341.41 in the anhydrous form (e,
< 1% maximum water content). The structural formula is:
N CH
oo

HO . 0 0

Naltrexone base anhydrous s an off-while to a light tan powdes with 2 melting peint of 168-170°C (334-338°H). Itis
Insoluble in water and s soluble in ethanol,

VIVITROL Is provided as 2 carton containing 4 vial each of VIVITROL microspheres and diluent, one 5-ml. syringe, one
1-inch %0-pauge preparation needle, two 1.5-inch 20-gauge and two 2-inch 20-gauge administration needles with needle
protection device.

VIVITROL microspheres conslst of a sterile, off-white to light tan powder thal is available in 4 dosage strength of 380 mg
of naltrexone per vial, Naltrexone is incorporaled in 75:25 polylactide-co-glycolide (PLG) 4t = concentration of 337 mg of
ndlirexone per gram of microspheres.

The diluent s 2 clear, colorless solution, The composition of the diluent includes casboxymethiyleellulose sodium salt,
pelysorbate 20, soditmn chloride, and water for injection. The microspheres must be suspended in the diluent prior o
injection.

Feferance IT): 3348450

12 CLINICAL mEmGgoowomam

12.1 Mechanism of actinn

Naltrexone is an opicid antagonist with highest &maq [or the mu oploid receptor. Naltrexone has little ot no opiotd
agonist activity.

Naltrexone Las few, if any, intrinsic actions besides its opioid blocking properties. However, it does prodice some pupiilary
constriction, by an unknown mechanjsm,

12.2 Pharmacodynamics

The administration of VIVITROL is npt associated with the development of tolerance or dependencs. In subjects physically
dependdent on opiolds, VIVITROL vill precipitate withdrawal symptomalology.

Deeapatlon of optold tecepiors by naltrexcne may block the effects of endogenous opioid peptides. Tt markedly attenuates
or completely blocks, reversibly, the subjective effects of eegenous opioids. The neurobiological mechanists tesponsible
For the reduction i1 alcohol consumption ohserved in aloohol-dependent patients treated with nalirexone are not entifely
undersiood. However, involvement of the endbgenous opioid systern is supgested by preciintcal data,

Naltrexone blocks the effects of aplolds by competitive binding at oploid receptors. This males the blockade produced
potentially surmountable, but overcoraing full naltrexone blockade by administration of oplotds may resutht in non-opioid
Teceptor-mediated symploms such #s histamine release,

VIVITROL is not aversive therapy and does not cause a disulfiram-like reaction either s a tesult of oplate use

or ethanol ingestion.

12.3 Pharmacokinetics

Absorpiion

VIVITROL s an extended-release, microsphere formulation of naltrexone designed to be administered by intramuscular
(IM} gluteal injection every 4 weeks or ence a roonth. Aller IM injection, the naltrexone piasma conceniation ime proffle
Is characterized by a transient initial peak, which ocenrs approximately 2 hovrs after injection, followed by a second peak
abserved approximately 23 days later, Beginning approximately 14 days after dosing, concentralinns siowly decling, with

- measurable levels for greater than 1 month,

Meximurm plasma concentration (G ) end area under the curve (AUG) for naltrexone and 5 -nalitexol (the major
metabolite) following VIVITROL administeation are dose proportional, Compared to daily oral dosing with nalirexone 50 mg
over 28 days, total naltrexone expestre is 3 to £foid higher following administration of a single dose of VIVITROL 380 mg.
Steady state is reached at the end of the dosing inierval following the first injeciion. There is minimal accumulation
(<15%) of naltrexone ar 63 -nzitrexol upon. repeat administration of VIVITROL.

Distribution

In vitro data detnonstrate that naltrexone plasma EQEE binding is low (21%).

Metabolism ’ g

Naltrexone is extensively metabolized in humans, Production of the primary metabolite, & B-naltrexol, is mediated by
dihydrediol dehydrogenase, 2 cytosolic family of enzymes. The cytochrorme P450 systemn &5 not invelved in naltrexcne
metaholism. Two other minor metabolites are 2-hydroxy-3-methoxy-6@-naltrexol and 2-hydroxy-3-methoxy-naltiexone.
Nalizexone and its metabotites are also conjugaled to form glucutoside producs. -

Significantly less 6 -naltrexol is generated following 1 administration of VIVITROL compared to administration of oral
naltrexone due to a reduction in Arst-pass hepatic metabolism.

Eliminatton

Elimination of naltrexone and its metabolites occurs primarily vid trine, with minimal excretion of unchanged naltrexone.
The efimination half ife of naltrexcne following VIVITROL adininisization is 5-10 days and is dependent o the erosion of
the polymer, The elimination half e of mm -naltrexol following VIVITROL administeation is 5-10 days.

Special Populations

Pediatric: Pharmacokivetics of VIVITROL E:m not been evaluated in 2 pediatric population.

Geriatric: Pharmacokinetics of VIVITROL have not been evaluated in the gerlatric population

feee Uive in Specilic Populations (3.5)].

Race:Effect of race on the pharmacokinetics of VIVITROL has not been studied.

GenderyTn astudy in Wmm thy subjects (n=18 females Ea 18 males), gander did not influence the phasmacokinetics

of VIVITROL.

Renal Insufficiency-A population EEHBRQE:@E analysis indicated mild renal insufficiency (creatinine clearance of
50-80 rmi,/min) hiad litte or no influence on YIVITROL pharmacoldnetics and that no dosage adjustment is necessazy.
VIVITROL pharmacokinetics have not been evaluated In subjects with moderate and severe renal insufficiency

[see Use in Specific Populations (8.6,



Hepatic Instfficfency: The pharmacckinetics of VIVITROL are not altered in subjects with mild to moderate hepatic
impairment (Groups A and B of the Child-Pugh classification). VIVITROL %&B&,oﬁnmma were not %&zmﬁa in subjects
with severe hepatic impairment fSee e in Specific Populations (8.7)],

Drag Interactions

17 vitro Stielies Because naltrexene is not a substrate for CYP drug metabolizing enzymes, inducers or inhibitors of these
enzymes are unlikely to change the clearance of VIVITROL. An in vitro CYP inhibition study demonstrted that naltrexone
Is not an nhibitor of major CYP enzymes (CYP 142, 246, 2B6, 2C8, 2C8, 2C19, 206, 21, 344). An in vitro CYP induction
study demonstrated that naltrexone Is not an lnducer of CYP3A4 and CYP1AZ,

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carclnogenesis: Carcinogenicity studles have not been conducted with VIVITROL.
Carcinogenicity studies of oral naltrexone hydrochloride (administéred via the diet) have been conducted in rals and mmice.
Tni 2 two-year carcinogenicity study i rats, there were sinall increases in the numbers of testicnlar mesotheliomas in males
and tumors of vascular origin in males and females. The incidence of testicular mesothelioma in males given naltrexone at
a dietary dose of 100 mgykg/day (3-times the humar exposute based on an AUG ,, comparison) was 6%, compared with
a maximum historical Incidence of 4%. The incidence of vascular tumors in males and females given dietary doses of 100
mmig/kg/day was 4% but only the incidence in fernales was increased compared with 2 maximum histerical control incidence
of 2% (3 and 32 times the huinan exposure based on an AUC,, . comparison in males and females, respectively). These
was 1o evidence of carcinngenicity in a 2-year diefary study with naltrexone in male and female mice (12 and 3 times the
himan exposure based o an ATG,, ) cotapauison, respectively). The clinical significance of these findings is not known,
Mutaganesis: Naltrexone was negative in the following in vitro genotoxicity studies: bacterfal reverse mutation assay (Ames
test), the heritable translocation assay, CHO cell sister chromsaHd exchange assay, and the mouse lymphoma gene mutation
assay. Naliresone was also negative i an in vivo mouse micronucleus assay. In contrast, naltrexone tested positive in the
foltowing assays: Drosophila recessive lethal frequency assay, non-specific DNA maﬁpmm In repair tests with E. coli and WI-38

cells, and urinalysis for methylated histidine residues.
Impairtnent of Ferklily: Nalirexone given via oral pavage caused 4 significant increase ln pseudopregnzncy and 4 decrease
in pregnancy rates in rats at 106 mg/kg/day (75 times the human exposure based on an AUG,, sy COMparison), There was
o effect on male fertiHity 2 this dose level (6 times the human exposuse based on an AUC ep SBE%OE. The relevance
of these abservations to human fertility is not known. )
14  CLINICAL STUDIES

g ce

The efficacy of VIVITROL in the treatment of zleohol dependence was evaluated in a 24-week, placebo-controllad, amlti-
center, doubie-blind, randomized trial of alcohol-dependent (DSM-IV criterta) outpatiants. Subjects were treated with au
injectlon every 4 weeks of VIVITROL, 190 mg, VIVITROL 380 mg or placeho, Gral nalirexone was not administered prior o
the initial or subsequent injections % study medication. Psychosooial support was provided to all subjects in addition to
medication.
Subjects treated with VIVITROL 380 mg dermcnstrated 2 greater reduction in days of heasy deinking than those treated with
placebo. Heavy drinking was defined as self-report of 5 or more standard drinks consumed on a given day for male patients
and 4 or more defoks for female patients. Among the subset of patients (n=-53, 8% of the total study pepulation) who
abstained completely from drinking during the week prior to the first dose of medication, corpared with placebo-treated
patients, those treated with VIVITROIL 380 mg had greater reductions in the number of deinking days and the number of
heavy drinking days. Tn thls subset, patients treated with VIVITROL were also moe likely than placeho-treated patients to
maintain complete abstinence throughout treatraent. The same trealment effects wete not evident among the sufset of
patients (n==571, 92% of the total study population) who were actively drinking at the time of treatment initiation.

Refetence [D: 3348430

Dpioid Dependence

The efficacy of VIVITROL in the treatment of oploid dependence was evalualed i a 24-week, placebo-controlled, multi-
center, double-blind, randomized trial of opiotd-dependent (DSM-IV) outpatients, who were completing or had recently
completed detoxification. Subjects were treated with an injection every 4 weelts of VIVITROL 380 mg or placebo. Oral
‘nalirexone was not administered prior to the initial or subsequent injections of study medication. Standardized, manual-
based psychiosoctal support was provided on a biweakly basis to all subjects in addition to medication.

Figure 1, below, displays the cumulative percentage of subjects with oploid-free weeks ranging from no visits (0%) to all
vistis (100%). An opiotd-free week was one i which utine drug best sesults wera negative for opioids and self- “reporled opiold
uise was also zero. An initial period of engagement i freatment was permitted dwing which opiate use, if it occurred, was
not constdered in the analysls. Subfects disconitnuing from the trial were assumed to have had opicid-use weeks for the
weeks after dropout.

The cunulative percentage of subjects achieving each observed percentage of oploid-free weeks was greater in the VIVITROL
group compared to the placebo group. Complete abstinence (opioid-free at all weekly visits) was sustained by 23% of
subjects in the placebe group cotmpared with 36% of subjects in the VIVITROL group from Week 5 to Weel 24.

Figure 1: Subjects Sustaining Varylng Percentages of Oploid-Free Weeks
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A greater percentage of subjscts in the VIVITROL group remained in the study compared to the placebo group.

16 HOW SUPPLIED/STORAGE AND HANDLING

VIVITROL (naltrexnne for extended-release Injectable suspension) is supplied In singie-use cartons. Each carton contains
one 380-mg vial of VIVITROL mictospheres, one vial containing 4 m, (lo deliver 3.4 m,) of diluent for the suspension of
VIVITROL, one 5-mal. prepackaged syringe, ohe I-Inch 20-gauge needie, two 1.5-inch 20-gauge needles and two 2-inch
20-gauge needles with needle protection devices: NDC 65757-300-01.

16.1 Storage and Handling

The entire dose pack sliould be stored in the refrigerator (2~ 8°C, 36 - 46°F), Unrefrigerated, VIVITROL can be stored at
temperatures not exceeding 25°C (77°F) for no moze than 7 days prior to administration. To not expose the product to
temperatures above 25°C (77°F). VIVITROL should not be frozen.

Parenteral prodacts should be visually inspected for particulate matter and discoloration prior to adrinisteation whenever
soluifon and container permit. A properly mixed suspension will be milky white, will not contain clumps, and will move
freely down the wall of the vial /fsee Dosage and Admiénistration (2.3)]

Reep out of Reach of Children, ~



17  PATIENT COUNSELING INFORMATION

See FDA-Approved Medication Guide.

17.1 Patient Information

Physicians shoult: include the following issues in discussions with patients for whorn they prescribe VIVITROL:

» Advise patients that If they previcusly used opivids, they may be more sensitive to lower doses of opioids and at risk of
accidental overdose shiould they use opioids wher their next dose is due, if they miss a dose, or after VIVITROL ireatment
is discontinued. itis important that patients inform family members and the people closest to the patient of fhis
increased sensitivity to opioids and the risk of overdose.

« Advise patients that because VIVITROL can block the effects of opicids, patients will not pesceive any effect if they
atternpt to self-administer herofn or any other opioid drug in small doses while on VIVITROL, Further, emphasize
that zdministration of large doses of heroin or any other opioid o try to bypass the Mockade and get liigh while on
VIVITRCL may laad to sexious Injury, coma, cr death.

« Patients on YIVITROL may not experience the expecled effects from opioid-containing anzlgesic, antidiartheal, or
antitussive medlcations.

+ Advise patients that a rezction af the site of VIVITROL injection may occur. Reactions include pain, tendemess,
induration, swelling, exythems, bruising, or pruritus. Setious injection site reactions including necrosis may occur.
Some of thess injection site reactions have required surgery. Patients should receive their injestion from a healthcare
provider qualified to administer the injection. Patients should be advised to seek medical attention for worsening skin
reactions.

= Advise patients that they should be off all opicids, including opioid-coniaining medicines, for 2 minimum of 7~ 10
days before starting YIVITROL in crder to avoid precipitation of epicid withdrawal. Patients transitioning from
buprenorphine or methardone may be valnerable to precipitation of withdrawal symptoms for as long as two weeks.
Ensure that patients understand that withdrawal precipitated by adininistration of an oploid antagonist may be severe

“enough to require hospitalization if they iave not been opioid-free for an adequate period of time, and is different
from the experience of spontanecus withdrawal that occurs with discontinuation of opioid in a dependent individual.
Advise patients that they should not take VIVITROL if they hauve any symptoms of opioid withdrawal. Advise all
patients, inchuding those with aicoho! dependerce, that It Is imperative to notify healthcare providers of any recent use
of opioids or any history of opioid dependence before starting VIVITROL to avold precipitation of opioid withdrawal.

» Advise patients that VIVITROL may cause Liver injury. Paticnts should immediately notify their physician if they
develop symptoms and/or signs of liver disease,

= Advise patients that they may experience depression while Ec:m VIVITROL. Jtis important that patients inform
farnily membes and the people closest to the patient that they are taking VIVITROL and that they should czil a doctor
right away should they become depressed or experience symptoms of depression.

» Advise: patients Lo carry documentation to alert medical personne! to the faci that they are taking VIVITROL
(naltrexone for extended-release injectable suspension). This will lielp to ensure that patients obialn adequate
medical treatment in &n &mergency.

» Advise patients that VIVITROL may cause an allergic pneumonia. Patients sheuld immediately notify their physician
if they develop signs and symptoms of pneumonia, including Gyspnea, coughing, or wheezing,

» Advise patients that they should not take VIVITROL if they are allergic to VIVITROL or any of the miciosphere o
diluent conponents. ,

» Advise patients that they may experience nausea fotlowing the initial injection of VIVITROL. Eﬁﬁm episodes of
nausea tend to be mild and subside within a few days post-injection. Patients are less likely to experience nausea
in subsequent injecticns. Patients should be advised that they may also mém:nnnm tivedness, headache, vomiting,
decreased appetite, painful joints and srscle cramps.

* Advise patients [hat becanse VIVITROL is an intramuscular injection and nol an implanted device, once VIVITROL is

. injected, 1t is not possible to remove it from the body.

» Advise patients that VIVITROL has been shown to treat aleohol and opicld dependence only when used as part of 2
treatment program that includes counseling and support.

» Advise patients that dizziness miy nocur with YIVITROL treatment, and they should avoid driving or operating heavy
machinery untl they have determined how VIVITROL affects them.

Relerence ID: 3348450

* Advise patients to nolify thejr physician if they:
- hecome pragnant of fntend to hecome pregnant dur sm treatment with YIVITROL,
- are breast-feeding. _
" experlence respiratory syroptorns sach as dyspnea, coughing, or wheexing when taking VIVITROL.
- experience any allzrgic reactions when taking VIVITROL.
- experience other unusual or significant side effects while on VIVITROL therapy.
» Patients should be advised of any other risks and information hased on the clinical judgment of their physician.

US Fatent Nos. 5,792,477; 5,916,598; 6,194,006; 6,254,587; 6,331,317; 6,579,703; 6,579,704; 6,395,304; 6,403,114; 6,405,166; 6,534,092;
6,557,586; 6,596,316; 6,713,090; 6,667,061; 6,495,164; 6,959,08%;5,650,173; 5,654,008; 6,540,393; 6,705,757; 6,861,016

17.2 Frequently Asked Questions About Administering VIVITROL:

1. Can T preparé the suspension prior to my patient’s arrival?

Ne. You may remove the carton from the refrigerator prior e the patient's arrval, but once the diluent is added to the
VIVITROL mictospheres, the dose shotld be mixed and the suspension administered mmaediately. 1t s very important fo
1152 proper aseptic technique when preparing the suspension (s Dusage and Adminfsization (24)/.

2. How much time do § have between. preparing and administering the dose? )
1t is recommenided that the suspension be administered fnmerately once the product bias been suspended and transfarred
into the syringe, 1f a few micmtes’ delay occuss after suspension but before traasfer into the syringe [see Dosage 2nd
Administeation (24 Fgare D), the vial can be fnverted 4 few times to resuspend and then transferred into the syringe for
immediate use /see Dosage and Administeation (2.4)],

3. Can 1 use needles other than those provided in the carfon?

No. 'The needles in the carton are specially designed for administration of VIVITROL. Do nok.imake any substitutions for
components of the carton /see Dosage and Administration (Z.4)/.

4. The suspension is milky white upon mixing with the diluent. Is this normal?

Yes, VIVITROL microspheres will form 2 milky suspension whien mized with the provided dilvent

{see Dosage and Admindsiration (2.4)]. ’

5, What if 2 needle clog occurs during administration of the product?

1L 2 clog aecuss dhiring administration, the needle should be withdrawn from the patient, capped with the attached needle
protection device, and replaced with the spare administration needle. Gently push on the plunger unfil a bead of the
suspension zppears af the tp of the needle. The remainder of the suspension should then be 2dministered into an adjacent
site i the same gluteal region [see Dosgge and Administation (Z.4)]

or call 1-800-348-4876

For additional informatiof, visit wwwyivitrolco
Manufactured and markefed by:

Alkermes, Inc.

852 Winter Streel

.&m:rgbu_ MA 02451-1420
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