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1. EXECUTIVE OVERVIEW 
VIVITROL was approved in 2006 by the FDA as an extended-release formulation of naltrexone 
for the treatment of alcohol dependence in patients who are able to abstain from alcohol in an 
outpatient setting prior to initiation of treatment. VIVITROL is administered by intramuscular 
(IM) injection once per month. A copy of the current approved VIVITROL package insert is 
provided in Appendix Section 1 0.1 . 

VIVITROL was approved by FDA as a Section 505(b)(2) NDA, meaning that it was approved 
on the basis of: 

• the submitted VIVITROL clinical trial data; 

• the published literature related to the safety and efficacy of oral naltrexone; and 

• the prior determination of safety and effectiveness of oral naltrexone as evidenced by 
the approved NDA for oral naltrexone. 

The purpose of the supplemental NDA (sNDA) under review is to obtain an additional 
indication-the treatment of opioid dependence (ie, an Efficacy Supplement). As with the 
original NDA for VIVITROL for the alcohol dependence indication, this sNDA was submitted 
pursuant to Section 505(b )(2) by which Alkermes is relying on the clinical studies described in 
the supplemental application (ALK21-013, ALK21-006, ALK21-006-EXT, ALK21-004, and 
preliminary data from the ongoing ALK21-021 study) as well the previous FDA determination 
of safety and effectiveness of oral naltrexone and published literature for the opioid indication. 

This document summarizes the safety and efficacy data that support the pending Efficacy 
Supplement. Section 2 includes some background information on opioid dependence, and a 
description of the medical need for a new treatment option. Section 3 provides a description of 
the VIVITROL microsphere and a brief discussion of its mechanism of action, clinical 
pharmacology, pharmacokinetics (PK), pharmacodynamics (PD), and dose justification. An 
overview of the VIVITROL clinical development program is provided in Section 4. A detailed 
description of the pivotal efficacy study design is provided in Section 5. In Section 6 there is a 
discussion of the efficacy results from study ALK21-013, supportive data from US studies 
ALK21 -006 and its extension (ALK21-006-EXT), and preliminary data from ongoing studies 
(ALK21-021 and Part B of the ALK21-013 study). Safety is covered in Section 7, and a 
discussion ofthe generalizability ofVIVITROL program to the US population is in Section 8. A 
description of the VIVITROL risk/benefit profile in the opioid-dependent population is provided 
in Section 9. 

Opioid addiction is a serious and growing problem associated with rising mortality. A recent 
publication from SAMHSA indicates the rate of opioid addiction continues to rise at an alarming 
rate [Substance Abuse and Mental Health (SAMHSA) Data Archive 2009]. Alkermes is 
continuing to develop medications to treat this and other addiction disorders. 

While some patients are being treated for opioid dependence with the currently available 
products, many patients remain untreated. Two current therapies, methadone (a 11-opioid 
agonist) and buprenorphine (a partial!l-opioid agonist), produce physical dependence 
themselves. While effective, they are controlled substances with limited distribution and are 
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subject to abuse and diversion as well as posing risks for respiratory and CNS depression. The 
third available option, oral naltrexone, is an opioid antagonist and is effective, although 
compliance with daily administration in this population is a well described issue. 

As many patients in the US with opioid dependence do not receive treatment, additional options 
are needed. A safe and effective long-acting opioid antagonist may represent an important 
alternative with meaningful public health impact. Naltrexone for extended-release injectable 
suspension (VIVITROL) was designed to deliver therapeutic levels ofnaltrexone for one month. 
This aspect offers significant advantages over existing therapies. Indeed, the FDA designated 
the VIVITROL sNDA for "priority review," the criteria for which is: "The drug product, if 
approved, would be a significant improvement compared to marketed products." 

VIVITROL is a non-scheduled, non-narcotic, non-addictive medication administered by health 
care professionals via a once-per-month long-acting IM injection. Abuse and diversion are not 
issues as it provides no euphoria, its effects cannot be boosted and it has no street value. 
VIVITROL poses no risk for CNS or respiratory depression and is not associated with 
withdrawal symptoms when discontinued. 

The IM delivery route ensures that the patient has received the medication. This provides direct 
assurance of treatment adherence for the patient, the patient's family members, and the health 
care providers. 

The mechanism of action makes it suitable for patients who have medical contraindications or 
are philosophically opposed to agonist therapy, are strongly motivated to become abstinent or 
have not had sufficient duration or severity of opioid dependence to meet criteria for agonist 
maintenance therapy. VIVITROL is also uniquely suitable for patients whose employment or 
professional license prohibits agonist treatment eg, health care professionals, transportation 
workers, public safety officials, and military personnel. 

Alkermes has conducted several VIVITROL clinical trials (see Section 4) including a large 
250-patient placebo-controlled clinical study in opioid dependence (ALK21-0 13). The ALK21-
013 study results are compelling and robust and demonstrate a consistent pattern of clinical 
efficacy for maintaining opioid abstinence, increasing retention in treatment, reduction in craving 
for opioids, and protecting against re-establishment of opioid physical dependence. This study, 
taken with the results and experience accumulated throughout the entire VIVITROL 
development program and many years of experience with oral naltrexone, demonstrates the 
safety and effectiveness of this product for the treatment of opioid addiction. 

As noted above, the subject of the September 161
h Advisory Committee meeting is the sNDA that 

has been submitted by Alkermes to revise the labeling of VIVITROL to include an indication to 
treat patients with opioid dependence. Specifically, we understand that the Division is seeking 
advice from the Advisory Committee concerning the results of the pivotal clinical study 
submitted by Alkermes (ALK21-013) and whether it provides substantial clinical evidence of 
safety and effectiveness. The review Division asked Alkermes to comment on the following two 
points in this briefing package: 

• Does the single pivotal clinical study (ALK21-013) have the ability to provide 
substantial clinical evidence of safety and efficacy? 
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• Can the clinical data from the ALK21-013 study conducted in Russia be extrapolated 
to the intended US population? 

We believe that the answers to the above two questions are yes. 

Substantial Evidence 

ALK21-0 13 is an 18-month randomized, multi-center, study conducted in 2 parts: a 6-month 
parallel group, placebo-controlled efficacy evaluation (Part A) followed by a 12-month open-
label safety extension (Part B). The ALK21 -0 13 clinical study enrolled patients with opioid 
dependence identified by DSM-IV-TR criteria- see Section 5 for more details. 

The lead investigator, Dr. Evgeny Krupitsky, is an established expert in the field of opioid 
dependence research and treatment (see Section 5 for more details). The clinical sites where 
study ALK21 -0 13 was conducted were qualified and experienced. The staffs at those sites 
received training and ongoing supervision and monitoring with regard to the study protocol. The 
protocol employed at these sites is similar to that which would be employed in the US in terms of 
design, diagnostic and measurement tools, psychosocial therapy, endpoints, and data analyses. 
The study protocol and Statistical Analysis Plan were reviewed with and found acceptable by 
FDA. 

The study was rigorously conducted and independently monitored. Study ALK21-013, as all 
Alkermes clinical trials, was conducted according to the principles of Good Clinical Practice, the 
Declaration of Helsinki and Consolidated Guidelines approved by ICH. The study complied 
with FDA and ICH rules governing ' informed consent' and 'institutional (ethics committee) 
review. ' The study was monitored by a Contract Research Organization and independently 
audited by Alkermes. The study was inspected by FDA investigators who found no deficiencies 
in the conduct of the study. 

The results of the study are robust. The primary endpoint-opioid-free week response profile-
was statistically and clinically significant (p=0.0002)-see Section 6. All pre-specified key-
secondary and secondary endpoints-retention in treatment (p=0.0042), opioid craving 
(p<0.0002), positive naloxone challenge test (p=0.0154), and self-reported opioid use 
(p=0.0004), were statistically and clinically significant (see Table 1). 

Table 1: Summary of Efficacy: ALK21-013 Study 

Endpoint P-Value (VIVITROL vs Placebo) 

Primary Endpoint 

Rate of opioid-free weeks during the last 20 weeks of Part A p = 0.0002 

Secondary Endpoints 

Key Secondary: Retention in treatment p = 0.0042 

Key Secondary: Opioid craving score p < 0.0002 

Positive naloxone challenge test p = 0.0154 

Self-reported opioid use p = 0.0004 
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The primary and secondary endpoint results are further supported by the analysis of exploratory 
endpoints that provide further perspective of the impact, clinical significance and consequence of 
treatment with VIVITROL- see Section 6.1.3.4. 

According to the FDA Guidance, Providing Clinical Evidence of Effectiveness for Human Drugs 
and Biological Product (Appendix Section 10.3), the ALK21-013 clinical study possesses the 
characteristics that provide adequate support for an effectiveness claim: 

• It is a large, multi-center trial 

- No single center provided a disproportionately large fraction of patients. 

No single investigator or site was disproportionately responsible for the favorable 
effect. 

• Analysis of the results reveals consistency across key patient subsets. 

• Significant results across multiple endpoints involving different events were: 

- The ALK21-013 study included several important, prospectively identified 
primary and secondary endpoints some of which represent a beneficial but 
different effect. According to the guidance, "Where a study shows statistically 
persuasive evidence of an effect on more than one endpoint, the internal weight of 
evidence ofthe study is enhanced." 

• Statistically persuasive findings were seen: 

- The low p-values obtained across all primary and secondary endpoints indicate 
that the results are inconsistent with the null hypothesis of no treatment effect. 

The validity of the results of ALK21-0 13 is supported by the known and established mechanism 
of action ofnaltrexone as a 11-opioid receptor antagonist. Based on the pathophysiology of the 
disease and the known mechanism of action of naltrexone in interrupting that pathophysiology, it 
is very reasonable to accept the results of study ALK21 -0 13 as demonstrating substantial 
evidence of effectiveness. In addition, there is extensive evidence of the safety and efficacy of 
oral naltrexone for the treatment of opioid dependence, although it is well known that 
compliance is an issue. It has been accepted by the addiction community that "naltrexone works, 
if you can get the patient to take it"-see Section 6.1.5 . 

The results of study ALK21-0 13 are supported by the results of two open-label studies ALK21-
006/EXT, a long term, Phase 3 study in alcohol-, opioid- and mixed alcohol- opioid-dependent 
patients and ALK21 -021, a 2 year, Phase 3 study in health care professionals. These studies are 
supportive based on the observed retention in treatment (see Section 6.2). Retention in treatment 
is an important indicator of successful treatment of opioid-dependence. The longer a patient 
remains in therapy the better the chances of prolonged recovery. ALK21-006 enrolled N=121 
patients with opioid dependence and mixed opioid- and alcohol dependence. Over 50% 
remained on treatment with VIVITROL at 6 months, and >30% remained at 12 months. 
ALK21-021 enrolled N=38 patients; emerging data suggest similar good retention in treatment. 
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Extrapolation to the Treatment of Opioid Dependence in the United States 

There is significant evidence to indicate that the existing body of data with VIVITROL can be 
extrapolated to clinical treatment of opioid dependence in the US - see Section 8 for further 
details. 

Based on the ICH E5 Guidance, the following properties ofVIVITROL make it less likely 
exposure is influence by ethnic factors: 

• dose-linear pharmacokinetics 

• naltrexone is not metabolized by the CYP enzyme system. 

In addition, the following factors indicate that the results of the VIVITROL opioid program can 
indeed be generalized to the treatment of opioid dependence in the US: 

• The underlying neuropharmacologic mechanism of opioid dependence and the 
mechanism of action of naltrexone- competitive )..L-opioid blockade - are well 
characterized and operative irrespective of region, country, culture, or treatment 
context. 

• The patient population studied in the VIVITROL program is directly relevant to the 
treatment of opioid dependence in the US. All patients studied met DSM-IV-TR 
criteria for opioid dependence. Importantly, there are strong parallels in the 
underlying motivation and external support between the 013 study population and the 
anticipated VIVITROL treated patient in the US. 

• Treatment of opioid dependence in the US occurs in a wide variety of clinical 
settings. The clinical sites in the VIVITROL opioid program and specifically the 
ALK21-0 13 study are highly reflective of centers that actually use VIVITROL in 
clinical practice in the US health care system. 

Safety experience in the US should adequately address safety in the US treatment population. 
There exists a significant amount of safety experience with VIVITROL in the treatment of opioid 
dependence in the US through previously conducted (ALK21-006, ALK21-006-EXT) and 
ongoing (ALK21-021) studies. In addition, the opioid submission also includes several years of 
post market safety surveillance data ofVIVITROL in the US. 
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2. OPIOID DEPENDENCE-AN OVERVIEW 
Opioids are a class of analgesic medications that are prescribed for treating acute or chronic pain, 
or relieving coughs or diarrhea. Examples of some common opioid pain medications include 
morphine, hydrocodone (eg, Vicodin®), and oxycodone (eg, OxyContin®). Heroin, which is 
synthesized from morphine, is an illegal, rapidly acting, addictive opioid. 

Prescription opioids are one of the most prescribed classes of drugs in the United States, with a 
steep increase in use over the past 15 years. While most people use these prescription opioids 
responsibly, the nonmedical or illicit use of these medications has more than doubled over the 
past decade, and dependence on prescription opioids is now as common as dependence on any 
other illicit drug except marijuana [Substance Abuse and Mental Health (SAMHSA) Data 
Archive 2009] . 

According to the Diagnostic and Statistical Manual of Mental Disorders, Fourth edition, text 
revision (DSM-IV-TR), opioid dependence is defined as a maladaptive pattern of opioid use 
leading to clinically significant impairment or distress, as manifested by three (or more) of the 
following, occurring at any time in the same 12-month period [American Psychiatric Association 
2000]: 

1. Tolerance, as defined by either of the following: 

a. A need for markedly increased amount of the substance to achieve intoxication or 
desired effect 

b. Markedly diminished effect with continued use of the same amount of substance 

2. Withdrawal, as manifested by either of the following: 

a. The characteristic withdrawal syndrome for the substance 
b. The same (or closely related) substance is taken to relieve or avoid withdrawal 

symptoms 

3. The substance is often taken in larger amounts or over a longer period than was intended 

4. There is a persistent desire or unsuccessful efforts to cut down or control substance use 

5. A great deal oftime is spent in activities necessary to obtain the substance, use the 
substance, or recover from its effects 

6. Important social, occupational, or recreational activities are given up or reduced because 
of substance use 

7. The substance use is continued despite knowledge of having a persistent or recurrent 
physical or psychological problem that is likely to have been caused or exacerbated by 
the substance 

A diagnosis of opioid dependence is based not merely on physical dependence on opioids, but 
also entails compulsive use despite harm. 

The DSM-IV-TR criteria were used as the diagnostic standard in all Alkermes VIVITROL 
clinical trials in this population. Specifically, patients were required to have an active diagnosis 
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of opioid dependence, based on DSM-IV-TR criteria, to be considered eligible for study 
participation; patients who did not meet these criteria were excluded. 

2.1. Prevalence 
More than 2 million adults start abusing prescription pain medication each year, and according to 
the 2008 National Survey on Drug Use and Health (NSDUH), 200,000 people reported using 
heroin each month [Substance Abuse and Mental Health (SAMHSA) Data Archive 2009]. 

Unfortunately, use of opioids often progresses to abuse and ultimately dependence. As shown in 
Figure 1, the rate of opioid dependence among adults 18 years of age and older is increasing, 
with 1.3 million dependent adults reported in 2008 [Substance Abuse and Mental Health 
(SAMHSA) Data Archive 2009]. 

c: ·e '[ 
Q) 0 
:z:::; 
c: ·-o.§. 
c:~ 
Cl) Cl) 

't:J > c: Cl) 8_::: 
Cl)~ 
cc: 
Cl) ·-

- 111 a. c. 
0 ... 
~0 

2003 2004 2005 2006 2007 2008 

Figure 1: Prevalence of Opioid Dependence in the United States, 2002-2008 

2.2. Mortality and Societal Impact 
Dependence on opioids, regardless of whether they are prescription opioids or heroin, may 
negatively affect health, personal relationships, financial stability, and work performance, and 
may increase an individual ' s probability of committing a crime. The impact is felt not only by 
the dependent individual, but by family and friends, as well as by society as a whole. 

Opioid dependence is associated with significant morbidity and mortality. As illustrated in 
Figure 2, from 1999 through 2006, the number of fatal poisonings involving opioid analgesics 
more than tripled from approximately 4,000 to 13,800 deaths [Warner, 2009]. 
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Figure 2: Poisoning Deaths due to Opioid Analgesics; United States 1999-2006 

Addiction-related deaths, including accidental overdose, drug-related accidents, and many 
illnesses directly attributable to chronic drug dependence, are responsible for one-fourth to one-
third of deaths in the opioid-addicted population [Stinson, 2005]. Annual estimates of US 
emergency department visits for non-medical use of opioids more than doubled from about 
145,000 in 2004 to about 306,000 in 2008 [Drug Abuse Warning Network (DAWN) 2010]. 

Among heroin addicts, it is estimated that more than 18 years of potential life are lost before the 
age of 65, with the leading causes of death being overdose, chronic liver disease, and accidents 
[Smyth, 2007]. Direct health care cost ( eg, hospital inpatient, physician office visit, prescription 
drug claims, etc.) incurred by self-insured employers on behalf of their employees were found to 
be on average 8 times higher for opioid abusers than for nonabusers [White, 2005]. 

The cost of heroin dependence in the US was estimated at $21 billion in 2000 [Jones, 2009], and 
the cost of prescription opioid abuse at over $9.5 billion in 2005 [Birnbaum, 2006]. 

2.3. Current Opioid Dependence Treatment: Options and Needs 
In the US, available approved pharmacotherapy for opioid dependence includes 3 main drug 
classes of oral medication: opioid receptor agonist (methadone), opioid receptor partial agonist 
(buprenorphine ), and opioid receptor antagonist (oral naltrexone ). 

Methadone and buprenorphine are effective agents for the treatment of opioid dependence; 
however, agonist pharmacotherapy does entail a variety of important concerns. These include 
the perpetuation of physical dependence, induction of tolerance, potential respiratory depression, 
central nervous system depression, and the risk of overdose if combined with other opioids, 
alcohol, or other depressants [Reckitt Benckiser Pharmaceuticals Inc. 2002;Roxane Laboratories, 
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Inc. 2002]. Methadone is contraindicated in patients who have co-occurring alcohol dependence 
with certain pre-existing medical conditions, such as QT prolongation [Roxane Laboratories, Inc. 
2002]. Antagonist pharmacotherapy is also unlikely to become subject to diversion and abuse-
which is an emerging problem in the US for agonist therapy [Substance Abuse and Mental 
Health Services Administration (SAMHSA) and JBS International Inc. 2006]. 

Oral naltrexone, the third pharmacotherapy option, was approved on November 20, 1984 for the 
blockade of the effects of exogenously administered opioids. The package insert for REVIA 
(oral naltrexone) [DURAMED 1984] provides information on use in opioid-dependent patients 
as follows: 

• "REVIA (naltrexone) has been shown to produce complete blockade ofthe euphoric 
effects of opioids in both volunteer and addict populations .... " 

• There are no data that demonstrate an unequivocally beneficial effect of REVIA on 
rates of recidivism among detoxified, formerly opioid-dependent individuals who 
self-administer the drug. The failure of the drug in this setting appears to be due to 
poor medication compliance. 

• The drug is reported to be of greatest use in good-prognosis opioid addicts who take 
the drug as part of a comprehensive occupational rehabilitative program, behavioral 
contract, or other compliance-enhancing protocol. REVIA, unlike methadone or 
LAAM (levo-alpha-acetylmethadol), does not reinforce medication compliance and is 
expected to have a therapeutic effect only when given under external conditions that 
support continued use of the medication. 

Despite its clear pharmacologic effects of blocking opioid receptors (see Section 3.2.2), its 
clinical effectiveness has been limited with heterogeneity reported in treatment response. 
Multiple clinical trials have identified poor patient compliance as being responsible for this 
heterogeneity [Johansson, 2006]. This stands to reason, as oral naltrexone requires consistent 
daily dosing in a patient population prone to relapse. 

More than half of the 1.5 million Americans now suffering from opioid dependence remain 
untreated. Stigma is a great obstacle to treatment of opioid dependence [Joseph, 2000], and may 
possibly be alleviated by the type and setting of care. The social desirability of an abstinence 
model [O'Connor 2005];[Narcotics Anonymous World Services Inc. 2007] that is based upon a 
non-reinforcing "blocker" may make it easier for more addicts to accept becoming patients. 
Also, treatment in a medical setting, administered by a physician or nurse, may confer less 
burden of stigma and deterrence to seeking treatment [Obama 201 0]. 

In 1975, the National Institute on Drug Abuse began calling for, and repeated the call for, a 
sustained-release antagonist preparation [National Institute on Drug Abuse (NIDA) 1976]. The 
long-acting injectable preparation was proposed as a means of overcoming the obstacle of day-
to-day noncompliance with oral naltrexone, which limits its utility. 

An extended-release antagonist potentially offers a number of specific advantages from the 
perspective of patients, providers and society: 

• Patients who have not had sufficient duration or severity of opioid dependence to 
meet criteria for agonist treatment will have a useful option for maintenance 
pharmacotherapy. 
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• Patients can return to work. The mechanism of action makes it suitable for patients 
whose employment or professional license prohibits agonist treatment eg, health care 
professionals, transportation workers (airline pilots, interstate truck drivers), public 
safety officials (police, fire , rescues workers), and military personnel. 

• The extended-release formulation assures month-long continuity of effect, 
overcoming the high risk of non-adherence that has been common with the daily oral 
regimen. · This provides direct assurance of treatment adherence for the patient, the 
patient's family members, and the health care providers The formulation also 
dispenses with any need for daily supervised administration. 

• The absence of physical dependence means that the agent has no potential for 
producing withdrawal symptoms upon discontinuation. A concern about withdrawal 
symptoms is understood to intimidate opioid-dependent patients and keep them from 
considering starting or restarting maintenance pharmacotherapies. 

Consistent with the NIDA research goal, and with initial funding from NIDA, VIVITROL was 
developed to circumvent the requirement for compliance with a daily dosing regimen that is 
necessitated by oral naltrexone (Table 2). 

Table 2: NIDA Goals for Narcotic Agonist Development 

NIDA Monograph (1976)*: Stated Goals VIVITROL Characteristics 

"It was felt from the outset that a most desirable component of antagonist VIVITROL (naltrexone for 
therapy would be a long-acting drug, so that the need for an addict to decide to extended-release injectable 
take his medication would be minimized." suspension) is a long-acting 

antagonist therapy 

" It was recognized very early that in order to achieve the desired one week, A single intramuscular injection of 
one month or longer duration between dosages, it would be necessary to VIVITROL provides therapeutic 
develop a long-acting drug delivery system or a sustained-release preparation concentrations of naltrexone for 1 
of an acceptable but short-acting antagonist." month 

"A 'drug-delivery system' is the unwieldy but currently favored expression VIVITROL uses the Medisorb 
describing any pharmaceutical preparation capable of providing a sustained or drug delivery system in which 
long-acting antagonistic effect. .. . Distinct from the problem not considered naltrexone is gradually released 
here, of finding an optimum antagonist, is the problem of inventing suitable from polymer microspheres 
carriers for the antagonist, carriers that will deliver the antagonist, releasing it 
uniformly bit by bit over a period of time." 
*Source: [National Institute on Drug Abuse (NIDA) 1976] 
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3. DESCRIPTION OF VIVITROL 
VIVITROL is a microsphere formulation of naltrexone for suspension, to be administered by IM 
gluteal injection. In this microsphere-based formulation, naltrexone is incorporated into a 
biodegradable matrix ofpolylactide-co-glycolide (PLG). PLG is a common, biodegradable 
medical polymer with a history of safe human usage in sutures, bone fixation devices, abdominal 
mesh, and extended-release pharmaceuticals including Risperdal® Consta® (risperidone), which 
is also manufactured by Alkermes. 

An illustration of drug release from VIVITROL microspheres is provided in Figure 3. Upon 
injection, the VIVITROL microspheres begin to absorb water almost immediately, leading to a 
swelling of the microspheres. This process begins an initial release phase of drug at or near the 
surface of the microspheres is released. As water absorption continues, the polymer begins to 
undergo hydrolysis and later, physical erosion of the polymer is observed. Drug diffuses into the 
surrounding media as the polymer continues to undergo hydrolysis and erosion resulting in a 
sustained release of drug from the microspheres. The polymer matrix eventually breaks down 
into lactic acid and glycolic acid, which are completely metabolized locally by the body and 
eliminated as carbon dioxide and water. 

. : 

HYDRATION DRUG DIFFUSION POLYMER EROSION 

Initial release Extended-release 

e Drug particle e Polymer matrix 

Figure 3: Illustration of Drug Release from VIVITROL Microspheres 

3.1. Mechanism of Action 
VIVITROL (naltrexone) is an opioid antagonist. As an antagonist, it competitively blocks 
opioids from binding to the receptor site (in particular, the 11-receptor), thereby shifting the 
concentration-response curve for any given opioid agonist to the right (Figure 4). This makes 
VIVITROL different from other approved treatment options (an opioid agonist [methadone] and 
a partial agonist [buprenorphine]) that activate the 11-opioid receptors. By antagonizing, or 
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blocking, the 1-L-opioid receptor, VIVITROL does not cause the same effects as opioid agonist 
medications, such as euphoria or reinforcing qualities. Furthermore, because VIVITROL blocks 
opioid receptors rather than activates them, it is not associated with the development of tolerance 
or dependence. 
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Figure 4: Competitive Antagonism by Naltrexone Shifts the Concentration-Response 
Curve of an Opioid Agonist to the Right 

3.2. Clinical Pharmacology 
The VIVITROL clinical pharmacology program was designed to characterize those aspects of 
naltrexone pharmacokinetics or pharmacodynamics that are unique to VIVITROL by virtue of its 
extended-release features. In addition, information pertaining to the ability of naltrexone to 
inhibit or induce major drug metabolizing enzymes was generated. A substantial amount of data 
pertaining to naltrexone pharmacokinetic and pharmacodynamic properties exists in published 
scientific literature. Data from published literature provides information pertaining to the 
distribution, metabolism, and elimination of naltrexone in support of VIVITROL for opioid 
dependence. Further, there is significant literature evidence of the mechanism of action and 
clinical efficacy of naltrexone for the treatment of opioid dependence. 

The clinical studies performed to evaluate VIVITROL pharmacokinetics and pharmacodynamics 
include three phase 1 studies, one phase 1b study, one phase 2 study, and one phase 3 study. 
These studies contained the following objectives: 1) characterization ofVIVITROL 
pharmacokinetics (one phase 1 dose-escalation study, one phase 1 multiple dose study); 
2) pharmacokinetics ofVIVITROL in special populations (one phase 1 study in hepatically 
impaired patients); 3) population pharmacokinetics (one phase 3 study); 4) demonstration of 
biologic activity, safety and tolerability (one phase 1 b study in alcohol dependent patients; and 5) 
exploration of the pharmacokinetic/pharmacodynamic relationship pertaining to opiate blockade 
(one phase 2 study in opioid users). 

21 
AMN1047 

IPR of Patent No. 7,919,499



3.2.1. VIVITROL Pharmacokinetics 

Following a single IM injection, VIVITROL provides measurable naltrexone plasma 
concentrations for >30 days. The concentration-time profile is characterized by a transient initial 
peak which occurs approximately 2 hours after injection, followed by a second peak observed 
approximately 2 days later. Beginning approximately 14 days postdose, naltrexone 
concentrations slowly decline in a log-linear fashion. Naltrexone absorption is mediated by its 
release from the microspheres, the rate of which is largely dependent on the hydrolysis and 
erosion of the PLG matrix. The gradual hydrolysis of the polymer, particularly 2-4 weeks after 
injection, results in prolonged absorption of naltrexone into the systemic circulation. The 
observed elimination tv, of naltrexone following VIVITROL injection (~5-1 0 days) reflects the 
slow absorption rate of naltrexone into the systemic circulation (ie, characteristic of "flip-flop" 
pharmacokinetics) . The concentration-time profile of naltrexone following repeat administration 
(steady state) ofVIVITROL is shown in Figure 5. 
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Figure 5: Naltrexone Plasma Concentrations at Steady State following 380 mg IM 
VIVITROL Administration (Dose 4 of 4; Mean ±SD; N=lO ALK21-005) 

Exposure (AUC) to naltrexone is linear over the dose range 141 to 530 mg, a range that includes 
the proposed clinical dose (380 mg). Repeat dosing of 380 mg at 28-day intervals results in 
minimal accumulation ofnaltrexone (13%) and the major metabolite, 6f3-naltrexol (11 %). The 
pharmacokinetics of naltrexone and 6f3-naltrexol were not time-dependent. 

Naltrexone is subject to extensive first pass metabolism following oral dosing. Intramuscular 
administration of VIVITROL circumvents delivery of naltrexone directly to the liver, thereby 
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avoiding direct hepatic biotransformation. Consistent with a reduction in first pass metabolism, 
VIVITROL administration results in less 613-naltrexol production compared with oral 
administration. In a phase 1 study conducted in healthy subjects (ALK21-005), naltrexone 
exposure (Cmax and AUC) over a 28-day period following VIVITROL administration (380 mg) 
exceeded by 2- to 4-fold naltrexone exposure following oral administration (based on predicted 
oral naltrexone exposure of a 50 mg/day dose for 28 days; see Table 3) with a 3.6-fold reduction 
in total dose (380 mg VIVITROL vs 1400 mg oral naltrexone). Over the same period, 
613-naltrexol exposure (AUC0_28d) exceeded that ofnaltrexone by more than 20-fold following 
oral dosing (50 mg/day; 1400 mg/month). In contrast, following VIVITROL administration 
(380 mg), 613-naltrexol AUC0_28d was approximately only 2-fold higher than naltrexone 
AUC0_28d. The steady state pharmacokinetic parameters of naltrexone and 6~-naltrexol following 
VIVITROL and oral naltrexone administration, generated in a cross-over study, are listed in 
Table 3. 

Table 3: 

Naltrexone 

6 ~-naltrexo I 

Steady State Pharmacokinetic Parameters ofNaltrexone and 6p-naltrexol 
following VIVITROL (380 mg) and Oral Naltrexone (50 mg) Administration 

VIVITROL Oral Naltrexone 

Dose I# of Subjects 380 mg every 28 days; 50 mg daily•; 
Dose 4 of 4 I n=lO Dose 5 of 5 ln=14 

Cmax 28.0 (12.2) 13.7 (10.6) 
(nglmL) 

AUCo-2s 160 (24.2) 41.2b 
(ng•daylmL) 

t y, 4.7 (1.3) 0.17 (0 .07) 
(days) 

Cmax 34.2 (12.9) 139 (36.0) 
(nglmL) 

AUCo-2& 294 (70.4) 1002c 
(ng•daylmL) 

t y, 5.1 (1.1) 0.57 (0.08) 
(days) 

• 50 mglday x28 days= 1400 mg total equivalent monthly dose 
b Calculated as (AUC0_1 * 28), where AUC0-1 = 1.47 ng*daylrnL following the 51

h oral dose 
c Calculated as (AUC0_1 * 28), where AUC0-1 = 35.8 ng*daylmL following the 51

h oral dose 

Mild or moderate hepatic impairment has no effect on the pharmacokinetics of naltrexone or 
613-naltrexol. Results of a phase 1 clinical study (ALK21-009) demonstrated that patients with 
moderate hepatic impairment had sufficient hepatic capacity to metabolize naltrexone following 
VIVITROL administration to the same extent as healthy subjects . The effect of severe hepatic 
impairment was not evaluated. 

Population pharmacokinetic methods were used to evaluate the influence of additional intrinsic 
and extrinsic factors on VIVITROL pharmacokinetics. Patients with alcohol dependence, opioid 
dependence, or both were found to have increased apparent naltrexone clearance (24%), 
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increased apparent volume for naltrexone (35%) and increased apparent 6~-naltrexol clearance 
(30%) relative to healthy subjects. Increasing weight was correlated with increases in apparent 
naltrexone clearance and apparent volume of naltrexone, while decreasing creatinine clearance 
was correlated with a decrease in apparent 6~-naltrexol clearance. However, the magnitude of 
these influences is unlikely to be clinically meaningful. No significant effect of gender, age and 
race on VIVITROL pharmacokinetics was identified. There are no recommended dose 
adjustments of VIVITROL based on demographic parameters in the VIVITROL label for alcohol 
dependence. 

The potential for drug interactions resulting from VIVITROL administration was evaluated using 
data obtained from nonclinical and clinical studies conducted with naltrexone. Naltrexone is 
extensively metabolized to 6~-naltrexol by cytosolic aldoketo reductase enzymes (previously 
identified as dihydrodiol dehydrogenases). Naltrexone and 6~-naltrexol are also subject to 
glucuronide conjugation. Cytochrome P450 (CYP 450) enzymes are not involved in naltrexone 
metabolism, therefore in vivo drug interaction studies were not conducted with VIVITROL. In 
vitro data suggest drug interactions based on metabolic or protein binding interactions are not 
likely to occur. In vitro studies determined that naltrexone does not induce CYP P450 enzymes 
3A4 or 1A2. The lack of clinically significant pharmacokinetic drug interactions reported with 
nearly a quarter century of use of oral naltrexone supports this conclusion. 

3.2.2. VIVITROL Pharmacodynamics 

Naltrexone blocks opioids by binding competitively at the 11-opioid receptor. Oral naltrexone 
was approved by the FDA for use in the treatment of opioid blockade in 1984. A number of 
clinical investigations confirming naltrexone blockade of opioid agonists have been conducted, 
and indeed it was predominantly these empirical studies that formed the basis of FDA approval 
[Korvick 2008;National Institute on Drug Abuse (NIDA) 1976]. For the purpose of supporting 
the efficacy of VIVITROL in opioid dependence, a brief summary of clinical studies of oral 
naltrexone is provided. Additionally, the FDA currently recommends the use of oral naltrexone 
for the purposes of opioid blockade during development ofbioequivalent generic opioid 
agonists. In combination with recognized pharmacokinetic exposure of naltrexone, these data in 
total provide a strong basis of support for the pharmacodynamic blockade by naltrexone. 

A confirmatory clinical investigation of direct pharmacodynamic blockade provided by 
VIVITROL has also been conducted (ALK21 -004, described below). 

A thorough review by Gonzalez and Brogden [Gonzalez and Brogden 1988] of the 
pharmacodynamic and pharmacokinetic properties of naltrexone in opioid dependence 
summarizes much of the clinical evidence utilized by the FDA for approval of opioid blockade. 
Briefly, doses ofnaltrexone ranging from 20 to 200 mg daily attenuated the response to opioid 
challenge between 24 and 72 hours after naltrexone administration. A 50 mg dose ofnaltrexone 
was shown to block morphine (30 mg, subcutaneously) [Martin, 1973] and heroin (25 mg, IV) 
[Resnick, 1974] agonism for 24 hours, while a dose of 100 mg naltrexone provided nearly 
complete blockade of heroin (25 mg, IV) for 48 hours [Verebey, 1976]. In another study, the 
subjective effects of IV heroin were reduced to 14% of control values 48 hours after patients 
received an oral naltrexone dose of 40-200 mg [Volavka, 1976]. In a study ofnaltrexone (120-
200 mg) blockade ofhydromorphone, O'Brien et al [O'Brien, 1975] reported a loss of the 
reinforcing aspects of the agonist and reduced craving. A more recent study has demonstrated 
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blockade ofbuprenorphine (2-16 mg) effects by naltrexone (100-150 mg) [McAleer, 2003]. 
Multiple studies of oral naltrexone for opioid dependence indicated positive outcomes for 
reduction in craving as well as for retention in treatment compared to placebo [Gonzalez and 
Brogden 1988]. Evidence from multiple studies identified a strong concentration-effect 
relationship whereby even low levels of naltrexone observed at 24- and 48-hours postdose 
conferred a high level of opioid blockade [Resnick, 1974;Verebey, 1976] VIVITROL provides 
naltrexone levels (Table 3) over the period of one month that are equal to or above those 
following oral naltrexone administration across the dose ranges described in the literature. 

Further substantiating the clinical utility of opioid blockade provided by naltrexone, the use of 
naltrexone is recommended by the FDA to provide blockade during the development of 
bioequivalent formulations of potent opioid agonists (eg, fentanyl, morphine sulfate) in healthy 
volunteers. In these studies, it is recommended that naltrexone (50 mg) be administered prior to, 
at the time of, and following opioid agonist administration, thus providing blanket opioid 
blockade. Naltrexone was also utilized to provide blockade of opioid agonism by 
hydromorphone during the clinical development of Exalgo ® (extended release hydromorphone) 
[NDA 21-217, 2009]. Based on the collective pharmacokinetic and pharmacodynamic data, the 
monthly exposure ofnaltrexone following VIVITROL 380 mg administration provides a 
comparable level of blockade to oral naltrexone. 

The pharmacodynamic activity ofVIVITROL was demonstrated by its ability to block the pupil 
constriction and euphoric feelings of exogenously administered hydromorphone. Study 
ALK21-004, was a Phase 2, double-blind, parallel-group, pilot study in experienced opioid users 
conducted to assess the degree of opiate blockade conferred by VIVITROL. Non-dependent, 
opiate-using patients received a single IM injection ofVIVITROL 75 mg (n=9), 150 mg (n=8), 
or 300 mg (n=10). Prior to, and at weekly intervals following VIVITROL administration, 
patients received increasing doses of intramuscular hydromorphone (0, 3, 4.5 and 6 mg). 
Subjective and objective responses were collected following each hydromorphone dose in order 
to assess the degree of opiate blockade. Blood samples for the determination of naltrexone and 
6~-naltrexol concentrations were collected at weekly intervals. 

Pharmacological activity at opioid receptors was confirmed by the finding that VIVITROL 
blunted the pupil constriction and euphoric feelings typically associated with hydromorphone 
administration. Assessed by the objective measure of pupil size, doses of 150 mg and 300 mg 
produced complete opiate blockade for >28 days; a lower dose of 75 mg produced partial 
blockade for a shorter period (14 days). Plasma naltrexone and 6~-naltrexol concentrations 
following VIVITROL administration were dose-related. In addition, the following 
pharmacokinetic/pharmacodynamic relationship was observed: as naltrexone concentrations 
increased, opiate blockade was strengthened, extending blockade beyond 1 month post-injection. 

3.3. Dose Justification 
VIVITROL is currently marketed in the US for use in adults with alcohol dependence. It was 
administered in this study at the currently marketed dose (380 mg). 

The dose of 380 mg was selected after evaluation ofVIVITROL 150 mg and 300 mg in an 
opioid blockade study, with both doses demonstrating complete blockade of exogenous opioids 
for greater than 28 days, and after evaluation ofVIVITROL 190 mg and 380 mg in a phase 3 
clinical study conducted in patients with a diagnosis ofDSM-IV alcohol dependence. In that 
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phase 3 study, doses of 190 mg and 380 mg were selected in order to provide systemic exposure 
of naltrexone on the same order of magnitude as is observed following oral dosing. In fact, 
naltrexone exposure over a 28-day period with VIVITROL 380 mg was 3.9-fold greater than 
exposure following oral dosing of 50 mg per day for 28 days due to the absence of first pass 
metabolism, 6~-naltrexol exposure with VIVITROL 380 mg was 3.4-fold lower than following 
oral dosing. 

A placebo-controlled phase 3 clinical trial for the treatment of alcohol dependence evaluated 190 
mg and 380 mg VIVITROL. The greatest efficacy was observed following administration of 
VIVITROL 380 mg, leading to the selection ofVIVITROL 380 mg for marketing. 

For the treatment of opioid dependence, the goal is to provide a sufficient amount of naltrexone 
to block the variety of doses of opioids that people take as part of their addiction-the higher the 
dose, the greater the level of competitive blockade that would be established. In view of the 
extensive postmarketing experience with VIVITROL 380 mg, and considering the desire to 
provide the highest degree of opioid blockade, this study was conducted with VIVITROL 380 
mg. 
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4. VIVITROL OPIOID DEPENDENCE DEVELOPMENT 
PROGRAM 

VIVITROL (naltrexone for extended-release injectable suspension) was approved in the United 
States (US) for the treatment of alcohol dependence in April 2006, and was first marketed in 
June 2006. VIVITROL was approved by FDA as a Section 505(b)(2) NDA, meaning that it was 
approved on the basis of: 

• the submitted VIVITROL clinical trial data; 

• the published literature related to the safety and efficacy of oral naltrexone; and 

• the prior determination of safety and effectiveness of oral naltrexone as evidenced by 
the approved NDA for oral naltrexone. 

In addition to the literature describing the safety and effectiveness of oral naltrexone for alcohol 
dependence, the original NDA approval for Vivitrol was based on clinical studies conducted by 
Alkermes with the extended-release formulation that included 1065 patients, most of them 
alcohol dependent, who participated in 7 primary clinical trials and 3 extension studies ofthe 
large phase 3 trials. 

The pending supplemental NDA is intended to demonstrate the efficacy and safety of 
VIVITROL for a new indication-the treatment of opioid dependence. It also is submitted 
pursuant to Section 505(b)(2) of the Act. Accordingly, Alkermes has conducted and submitted 
the results of clinical studies in opioid dependent patients with the VIVITROL extended-release 
formulation, has included safety and effectiveness data by reference to the literature for oral 
naltrexone treatment of opioid dependence, has included safety and effectiveness data by 
reference to the Trexan NDA 18-932 (naltrexone) and is relying on FDA's previous 
determination of the safety and effectiveness of Trexan NDA 18-932. 

The clinical trials contributing to the demonstration of efficacy in the opioid-dependent 
population are summarized in Table 4, specifically, the pivotal ALK21-013 and the supportive 
ALK21 -006, ALK21-006-EXT. 

A summary of published clinical trials of oral naltrexone for the treatment of opioid dependence 
is provided in Table 5. 

Clinical safety data are obtained from the following sources: 

• Published data on the safety of naltrexone, administered as an oral or injectable 
formulation to patients with opioid dependence. 

• Study ALK21-006, a 1-year, open-label, phase 3 study conducted in adults with 
alcohol and/or opioid dependence. Ofthe 436 patients in study ALK21-006, 
121 were opioid dependent. 

• Study ALK21-006-EXT, a long-term safety extension of study ALK21-006. 

• Study ALK21-0 13, an 18-month phase 3 safety and efficacy study comprising a 
6-month double-blind, placebo-controlled evaluation period followed by a 12-month 
open-label safety extension. This study enrolled 250 opioid-dependent adults. 
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ALK21-0 13 is an ongoing study, although all active patients have completed Part A, 
the double-blind portion of the trial. 

• Study ALK21-021 , is an ongoing, open-label study ofthe safety and tolerability of 
VIVITROL administered for up to 24 months to healthcare professionals participating 
in an extended outpatient treatment program for opioid dependence. This study was 
initiated in the first half of2009. Preliminary interim safety data for the 38 opioid-
dependent patients participating in this study are included. 

• Postmarketing safety data received from the use ofVIVITROL. All postmarketing 
reports, whether postmarketing use was for the approved indication or for an off-label 
purpose, are included in the postmarketing safety analysis . 
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Table 4: Overview of VIVITROL Clinical Trials that Support the Opioid Dependence Indication 

Study ID; Type of Study Design Test Product(s); Number of Healthy Duration of Results 
Location Study and Type of Dosage Regimen; Patients Volunteers or Treatment 
of Study Control Route of Administration Diagnosis of 

Patients 

Safety and Efficacy 

ALK21 - Efficacy; Randomized, VIVITROL 380 mg, 250 (126 Opioid dependence 24 weeks See Section 6 
013; Safety & double-blind every 28 days, IM VIVlTROL, 124 and Section 7 
Russia tolerability Placebo- Placebo, every 28 days, placebo 

controlled IM 

ALK21 - Longtenn Randomized, VIVITROL 380 mg, 436 (373 Alcohol and/or 1 year See Section 6 
006; safety & open-label every 28 days, IM VIVlTROL, 63 opioid dependence and Section 7 
United tolerability Active- Naltrexone, 50 mg, daily, oral naltrexone) 
States controlled oral 

ALK21- Long term Open-label VIVITROL 380 mg, 108 VIVITROL Alcohol and/or 3 years See Section 6 
006-EXT; safety & Uncontrolled every 28 days, IM opioid dependence and Section 7 
United tolerability 
States 

- - -

(table continues) 
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Table 4: Overview ofVIVITROL Clinical Trials that Support the Opioid Dependence Indication (continued) 

Study ID; Type of Study Design Test Product(s); Number of Healthy Duration of Results 
Location Study and Type of Dosage Regimen; Patients Volunteers or Treatment 
of Study Control Route of Administration Diagnosis of 

Patients 

Clinical Pharmacology 

ALK21 - Pharmaco- Randomized, Cohort A: 42 Healthy volunteers Cohort A: See Section 
005; kinetics; double-blind Oral naltrexone 50 mg Cohort A: single dose 3.2.1. 
United Safety & Placebo- VIVITROL 190 mg, IM n=28 oral Cohort B: 
States tolerability controlled, VIVITROL 380 mg, IM naltrexone; 4 months 

Active-
controlled Placebo, IM n=12 VIVITROL 

CohortB: 190 mg; n=12 
VIVITROL 

Oral naltrexone 50 mg x5 380 mg; n=4 
days; placebo for 
VIVITROL 380 mg VIVITROL 
every 28 days x4 months, Cohort B: 
IM n=14 oral 
Placebo, IM naltrexone 50 mg; 

n=12 VIVITROL 
380 mg; 
n=2 placebo 

ALK21 - Single-dose Randomized, VIVITROL 75, 150, or 27 Non-dependent, Single dose See Section 
004; opioid double-blind 300 mg single-dose, IM (n=9 VIVITROL experienced opioid 3.2.2. 
United challenge 75mg; users 
States n=8 VIVITROL 

150 mg; 
n=10 VIVITROL 
300 mg) 

-
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Table 5: Published Clinical Studies of Oral Naltrexone for Opioid Dependence 

Authors Subjects (N) NTX ± Other Drug Study Design Endpoints Results 

[Hollister, 1978] Three opioid Titrate NTX up to 150 RCT, placebo- Post-treatment global 10% opioid-positive urine 
dependent subject mg for wk 1 then 50 mg controlled, double- evaluation, retention rates, samples in the NTX group 
types: recently Mon-Fri and 100 mg blind, multi-site urine tests, compared to 33% in the 
detoxified, Sun x 8 wks (350 NTX vs placebo social/psychological placebo following the first 
methadone- mg/wk) then 100 mg changes, craving positive urine sample 
maintained and drug- Mon!Wed and 150 mg (P=0.002); no significant 
free formerly Fri x 27 wks (350 difference in subjects 
dependent; mg/wk) submitting 5 or more urine 
outpatient (124) samples. No overall 

significant differences in 
sociaVpsychological 
changes, retention rates or 
post-treatment global 
evaluation. Statistically less 
craving in NTX group 
(P=0.024). 

[San, 1991 ] Heroin dependent, Not directly stated, but RCT, placebo- Degree of treatment No significant differences 
post inpatient heroin likely NTX 350 mg/wk controlled, double- acceptance, % relapse (urine between NTX and placebo in 
detoxification and x 6 months after initial blind tests), retention rates, AEs acceptance of treatment, 
NTX induction; NTX induction NTX versus placebo; retention rates, opioid and 
outpatient all received NTX other drug consumption, 
maintenance (50) 350 mg/wk x 1 drug compliance or AEs. 

month induction 
before study, all 
received 
psychotherapy 

[Lerner, 1992] Opioid dependent NTX 12.5, 25 and 50 RCT, placebo- Urine tests, self-reports of No difference between NTX 
subjects, post-heroin mg on first, second, controlled, double- use, craving, investigator and placebo for abstinence or 
detoxification, living third day, respectively blind assessments, retention rates retention rates (for both the 2 
in housing projects; then 50 mg/day x 7 days NTX+ month trial and the 12 month 
opioid-free for 1-2 then 100 mg Mon/Wed psychotherapy vs follow-up). NTX decreased 
wks; outpatient (31) and 150 mg Fri (350 placebo+ craving (P<0.001) compared 

mg/wk) for 2 months psychotherapy to placebo but not usage. 
total 12 month follow-up 

L____~-
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Table 5: Published Clinical Studies of Oral Naltrexone for Opioid Dependence (continued) 

Authors Subjects (N) NTX ± Other Drug Study Design Endpoints Results 

[Shufman, 1994] Heroin dependent, NTX 25 mg twice a wk RCT, placebo- Retention rates, urine tests, NTX compared to placebo 
post heroin x 2 wks then 50 mg 3 controlled, double- duration of abstinence, AEs had fewer opioid-positive 
detoxification; times a wk (150 mg/wk) blind urine samples and greater 
abstinent between 10 x 10 wks NTX vs placebo; all numbers of drug-free 
days and 12 months; received subjects (almost double), but 
outpatient (32) psychotherapy these results were not 

statistically significant. 
Improvement in most 
psychological parameters 
(P<0.05). No differences 
were found in retention rates 
or AEs. 

[Guo, 2001 ] Heroin dependent NTX 50 mg/day x 6 RCT, double-blind, Abstinence, urine tests, Completion rate: 29% NTX 
subjects who months placebo-controlled euphoric effects of heroin group, 7% placebo group. 
completed NTX vs placebo Average abstinence period: 
detoxification and 3.34 months NTX group, 
were opioid-free for 2.08 months placebo group 
5-7 days ( 49) (P<0.05). % of opioid-

positive urines : 24% NTX 
group, 40% placebo group 
(P<0.05). No euphoric 
effects of heroin: 68% NTX 
group, 33% placebo group 
(P<0.01) . 

[Krupitsky, 2004] Heroin dependent Doses and frequency of RCT, double-blind, Retention and relapse rates, Retention rates: 44% NTX 
subjects abstinent NTX not specified. 6 placebo-controlled urine tests group, 16% placebo group 
from opioids for at month study NTX vs placebo (P<O.Ol). Relapse rates: 
least I week (52) 30% NTX group, 72% 

placebo group (P<O.Ol). 
Opioid-positive urine results 
were approximately equal for 
the 2 groups. 
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Table 5: Published Clinical Studies of Oral Naltrexone for Opioid Dependence (continued) 

Authors Subjects (N) NTX ± Other Drug Study Design Endpoints Results 

[Krupitsky, 2006] Heroin dependent NTX 50 mg/day; RCT, double-blind, Retention and relapse rates, Retention rates: 43% NF 
subjects abstinent fluoxetine 20 mg/day. 6 placebo-controlled urine tests, reduction in HIV group, 36% NP group, 21% 
from opioids for at month study NTX + fluoxetine risk, psychiatric symptoms FP group, 10% PP group. 2-3 
least 1 week (280) (NF)vsNTX+ times increased retention and 

placebo (NP) vs prevention of relapse in the 
fluoxetine + placebo NTX group compared to 
(FP) vs placebo + placebo (OR= 3.5, 
placebo (PP). All P<0.0001), adding fluoxetine 
received counseling did not improve outcomes. 
with parental or Opioid-positive urines: 14% 
significant other PP group which was 
involvement. significantly greater than 

those in the other groups, 6% 
NF, 5% NP, 7% FP. 

[Schottenfeld, 2008] Heroin dependent NTX RCT, double-blind, Days to first heroin use, days For heroin use endpoints, 
subjects post 14 day Buprenorphine NTX 100-100- to relapse, max days of buprenorphine > NTX > 
opioid detoxification 150mg M-W-F, vs consecutive abstinence, HIV placebo. NTX placebo 
(126) buprenorphine up to risk behaviors differences were not 

24-24-26mg M-W-F, statistically significant. No 
vs placebo for 24 group differences in HIV risk 
weeks behaviors. 

[Hulse, 2009] Heroin dependent OralNTX RCT, double-blind. NTX blood levels, regular Higher NTX blood 
subjects post NTXimplant Oral NTX 50mg/d heroin use (2:4d/wk), concentrations were seen in 
detoxification (70) NTX implant 2.3g, abstinence the implant group. More 

regular heroin use in oral 
6 month study group. Greater abstinence in 

implant group, but not 
statistically significant. 

[Curran and Savage Parolees or NTX (doses not Placebo-controlled, Duration of treatment, No difference in successful 
1976] probationers (38); specified) Mon-Sun x 2 randomization and relapse completion; sharp increase in 

opioid dependence months then thrice blinding unclear heroin use when NTX 
not explicitly stated weekly x 7 months NTX vs placebo changed from 6 days/wk to 

thrice weekly. 
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Table 5: Published Clinical Studies of Oral Naltrexone for Opioid Dependence (continued) 
I 

Authors Subjects (N) NTX ± Other Drug Study Design Endpoints Results 

[Rawson, 1979] Heroin dependent, NTX 50 mg/day x 2 RCT, blinding Urine tests, retention rates NTX + BT and NTX groups 
post 2-week heroin wks then 50 mg Mon- unclear stayed in treatment nearly 
detoxification (181 Fri and 100 mg Sat (350 NTX alone versus twice as long as the BT 
assigned, 58 actually mg/wk) x 6 wks then NTX + behavior group (P<0.025); both NTX 
completed detox and 100 mg Mon!W ed and therapy (BT) vs BT groups had more opiate-free 
entered study) 150 mg Fri x 16 weeks alone; NTX initiated urines than the BT group 

then 16 week taper off after 2 week detox (P<0.05); no significant 

12 month follow-up difference in urines between 
the 2 NTX groups. 

[Stell a, 2005] Opioid dependent, NTX 50 mg/day; RCT, placebo- Months to relapse, urine Placebo group: 10 relapsed 
post opioid prazepam (a controlled, only the 2 tests, AEs within 3 months, 1 within 3-
detoxification (56) benzodiazepine). 6 combination arms 6 months, 3 remained opioid-

month study were reported as free; NTX group: 6 relapsed 
double-blind within 3 months, 2 within 3-
Placebo vs NTX vs 6 months, 6 remained opioid-
NTX + placebo free; NPl group: 7 relapsed 
(NPI) vs NTX + within 3 months, 1 within 3-
prazepam (NPr); all 6 months, 6 remained opioid-
received free; NPr group : 1 relapsed 
psychotherapy within 3 months, 1 within 6 

months, 12 remained opioid-
free . Significantly lower 
opioid-positive urines in the 
NPr group compared to the 
other groups. 
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Table 5: Published Clinical Studies of Oral Naltrexone for Opioid Dependence (continued) 

Authors Subjects (N) NTX ± Other Drug Study Design Endpoints Results 

[Ladewig 1990] Opioid dependent NTX 50 mg/day x 3 RCT, not blinded Urine tests, AEs At 4 weeks, 21% ofNTX 
subjects abstinent for weeks, then 100 mg NTX+ group had opioid-positive 
at least 10 days; Mon/Wed and 150 mg psychotherapy vs urines vs 75% of the control 
(20); outpatient Fri (350 mg/wk); psychotherapy group. At 6 weeks, 43% of 

specific study duration NTX group had opioid-
not reported (reported positive urines vs. 100% of 
duration range: min of the control group (P<0.05). 
30 days and max of 124 Overall % of opioid-positive 
days) urines: 29% ofNTX group 

vs. 58% ofthe control group 
(P<0.05). No difference in 
rates of AEs. 

[Cornish, 1 997] Federal probationers NTX 25 mg/day x 2 RCT, not blinded Urine tests/breathalyzer tests, Significantly lower opioid 
or parolees with days then 50 mg/day x 3 NTX + probation + study retention, re- use in NTX group. Opioid-
history of opioid days then 100 mg Tue brief drug counseling incarceration positive urines: 8% in NTX 
dependence, (mostly and 150 mg Fri (250 vs . probation + brief group versus 30% in control 
heroin); outpatient mg/wk) for 6 months drug counseling; all (P<0.05). 52% retention in 
(51) total received a monetary NTX group compared to 

reward 33% of controls (not 
statistically significant). 
56% of controls and 26% of 
NTX group were re-
incarcerated (P<0.05). 

AEs: adverse events; NTX: naltrexone; RCT: randomized controlled trial. 
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5. DESIGN OF THE ALK21-013 EFFICACY STUDY 

5.1. Introduction 
Study ALK21-013 is a Phase 3, randomized, multi-center study designed to evaluate the efficacy 
and safety ofVIVITROL in the treatment ofN=250 patients with opioid dependence. 

The study is comprised of two parts, A and B (Figure 6). Part A was a double-blind, parallel-
group, placebo-controlled 24-week assessment of efficacy, QOL, and safety. Part B is an open-
label extension to assess long-term safety (up to 1.5 years). Part B of the study is ongoing. 

Figure 6: 

Randomization/ 
Dose 1 (Visit 2) 

Vlshs 3 to 25 (weekly) 
1 dose every 4 weeks (5 total) I Vish 391 Visits 2Tto 38 (monthly) 

1 dose evel)' 4 wee~s (12 totaQ 

\ ______________________ )\ __________________ ; 
v v 

Double-Blind Phase (Part A) Open-Label Phase (Part B) 

Study Timeline---ALK21-013 

All patients, both in the VIVITROL and placebo treatment groups, received Individual Drug 
Counseling (IDC) throughout the study. IDC is a manual-based standardized method of 
psychosocial therapy developed by NIDA. Therefore, the therapeutic effect ofVIVITROL was 
assessed in the context of a background of a broader treatment program. 

The study was designed in collaboration with the lead investigator, Dr. Evgeny Krupitsky (St. 
Petersburg, Russia) and experts in the field of opioid addiction treatment in research in the 
United States (Dr. Walter Ling, UCLA, Dr. Edward Nunes, Columbia). 

Dr. Krupitsky is Professor and Chief of the Department of Addictions at St. Petersburg Medical 
University and an adjunct Professor of Psychiatry at the University of Pennsylvania School of 
Medicine. As part of his training, Dr. Krupitsky completed a fellowship in addiction psychiatry 
at Yale University. Dr. Krupitsky has conducted opioid-dependence treatment trials in St. 
Petersburg in collaboration with Dr. George Woody at the University of Pennsylvania School of 
Medicine (Krupitsky, 2004;Krupitsky, 2006]. Several of these trials, both completed and 
ongoing, were reviewed and funded by NIDA. 

The study design, including the choice of control groups, was discussed and agreed upon with 
the Division of Anesthesia, Analgesia, and Rheumatology Products of the Food and Drug 
Administration (FDA) during an End-of-Phase 2 meeting held on 19 April2007 and in 
subsequent correspondences. The final Statistical Analysis Plan (SAP, see Appendix Section 
10.4) for this study incorporates the Division's subsequent comments dated 06 May 2009. The 
analyses of the primary and secondary efficacy endpoints were consistent with the Division's 
recommendations. 
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All ALK21-0 13 study investigators were experienced in the field of opioid addiction research 
and treatment, and had demonstrated an ability to conduct high quality therapeutic research in 
the context of pre-study investigator meeting and routine site monitoring visits. 

Study sites performed in accordance with the standards of good clinical practice, ensured initial 
and ongoing review by both a national and (when required) local ethics committee, utilized 
witnessed informed consent and made their records and facilities available for independent audit. 

Two sites were audited by an external Good Clinical Practice (GCP) auditor (in December of 
2008) and four sites were audited by an Alkermes GCP auditor (May-June 2009). The Trial 
Master File was audited prior to the site audits. The site study files, signed informed consent 
forms for all patients, and subject CRFs and source documents for a random selection of patients 
were audited. Additionally, test article storage and dispensation records were audited. Each site 
audit lasted two days. 

In July 2010, 4 centers were inspected by the FDA. The inspection was successful with no 
deficiencies observed (no 483 violations). The FDA investigators stated that a "No Action 
Indicated" communication would be prepared. 

5.2. Patient Selection Criteria 
Eligible patients included those with a current diagnosis of opioid dependence who were actively 
seeking treatment and who were receiving or had recently received inpatient treatment for opioid 
detoxification. The diagnosis of opioid dependence was based on DSM-IV. Prior to 
randomization, patients were required to be opioid free for a minimum of 7 days. 

Patient selection included criteria to exclude patients with poly-substance abuse. In consultation 
with the FDA, it was decided to focus the study on patients with opioid dependence. The 
purpose was to avoid confounding the efficacy signal with treatment effects potentially related to 
other substances of abuse or dependence. 

5.2.1. Inclusion Criteria 

For inclusion into the trial, each patient was required to fulfill all of the following criteria: 

1. Was capable of understanding and complying with the protocol, and signed the informed 
consent document 

2. Was 18 years of age or older 

3. Had a current diagnosis of opioid dependence, based on the criteria of the DSM-IV-TR 

4. Was voluntarily seeking treatment for opioid dependence 

5. Was completing or had recently completed up to 30 days of inpatient treatment for opioid 
detoxification, and had been off all opioids (including buprenorphine and methadone) for 
at least 7 days 

6. Had a non-custodial stable residence and a telephone, plus one contact with verifiable 
address and telephone number 

7. Had a significant other (eg, spouse, relative) who would supervise the patient's 
compliance with the visit schedule and study procedures 
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80 If female and of childbearing potential, must have agreed to use an acceptable method of 
contraception for the duration of the study 

5.2.2. Exclusion Criteria 

For the purpose of assuring patients' safety and minimizing confounding variables, any of the 
following was regarded as a criterion for exclusion from the trial: 

10 Pregnancy (ie, positive urine and/or serum pregnancy test) and/or currently breastfeeding 

20 Clinically significant medical condition or observed abnormalities (including: physical 
examination, ECG, laboratory evaluation, and/or urinalysis findings) 

30 Positive naloxone challenge test at randomization (Day 0) 

40 Evidence of hepatic failure including: ascites, bilirubin> 10% above upper limit of 
normal (ULN) and/or esophageal variceal disease 

50 Past or present history of an AIDS-indicator disease ( eg, Pneumocystis carinii 
pneumonia, tuberculosis, Kaposi's sarcoma) in patients infected with HIV 

60 Active hepatitis and/or aspartate aminotransferase (AST), alanine aminotransferase 
(ALT) >3xULN 

70 Current major depression with suicidal ideation, psychosis, bipolar disorder, or any 
psychiatric disorder that would compromise the patient's ability to complete the study 

80 Recent history (within 6 months prior to screening) of suicidal ideation or suicide attempt 

90 Current dependence (within the past year) to any drugs other than prescription opiates or 
heroin, caffeine, marijuana, or nicotine, based on DSM-IV-TR criteria 

100 Active alcohol dependence within the past 6 months 

110 Current alcohol use disorder that would, in the investigator's opinion, preclude successful 
completion of the study procedures 

120 Positive urine drug test for cocaine or amphetamines at screening 

130 Use of oral naltrexone for 7 consecutive days within 60 days prior to screening 

140 Receipt of any approved or investigational depot product administered into the gluteal 
muscle within 6 months prior to screening 

15 0 Participation in a clinical trial of a pharmacological agent within 6 months prior to 
screenmg 

160 Use of any excluded medication at screening or anticipated/required use during the study 
period 

17 0 Receipt of parenteral naltrexone within 6 months prior to screening 

180 Known intolerance and/or hypersensitivity to naltrexone, carboxymethylcellulose, or 
polylactide-co-polymers (PLG) 

190 Any finding that in the view of the PI would compromise the patient's ability to fulfill the 
protocol visit schedule or visit requirements 
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20. Parole or probation, or those with pending legal proceedings that had the potential for 
incarceration of the patient during the study period 

21. Investigator-site personnel or immediate family of investigator-site personnel working 
directly on this project 

22. Employment by Alkermes (permanent, temporary contract worker, or designee 
responsible for the conduct of the study) or immediate family of an Alkermes employee 

5.3. Study Design 
Prior to entering the study, prospective patients were in the process of completing or had recently 
completed up to 30 days of inpatient treatment for opioid detoxification, and had been off all 
opioids (including buprenorphine and methadone) for at least 7 days. 

After successfully completing screening evaluations, eligible patients were randomized into 1 of 
2 possible treatment groups (VIVITROL 3 80 mg or placebo) in a 1:1 ratio. Placebo for 
VIVITROL was composed ofPLG microspheres without active naltrexone. 

The first dose of study medication was administered on the day of or within 1 week after 
discharge from an inpatient treatment facility for opioid detoxification. Study treatment was 
administered as an intramuscular (IM) injection every 4 weeks, for a total of 6 injections in 
Part A. 

Treatment allocation was stratified by site and gender, to minimize potential imbalance at each 
site using blocked, large-scale randomization. Randomization was centralized by an automated 
interactive voice response system (IVRS)." 

During Part B, all patients received VIVITROL (380 mg) every 4 weeks in an open-label fashion 
for an additional13 doses. Placebo injections were not administered during Part B. 

At the conclusion of both parts of the study, each completed patient had received 19 monthly 
injections of study drug over approximately 1.5 years. 

All patients, regardless of study treatment group, received Individual Drug Counseling (IDC) 
throughout the study. IDC is a manual-based standardized method of psychosocial therapy that 
can be adapted to a primary care setting. This method was developed in the United States by 
NIDA. IDC focuses on the symptoms of drug addiction and related areas of impaired 
functioning and the content and structure of the patient's ongoing recovery program. IDC gives 
the patient coping strategies and tools for recovery and promotes 12-step ideology and 
participation. Sessions typically involve a review of substance use or efforts to achieve or 
maintain abstinence, overall functioning, adverse effects, support for efforts to reduce substance 
use or remain abstinent, and advice for the achievement of abstinence. 

Throughout the study, opioid use is monitored through urine drug tests and patients' self-
reported data, collected via the Timeline FollowBack (TLFB) method. At screening, each 
prospective patient provided TLFB data, and each patient's urine was tested for opioids 
(including methadone), cocaine, benzodiazepines, and amphetamines. Thereafter, TLFB data 
was collected and urine drug testing for opioids (including methadone) was performed for each 
emolled patient each week in Part A and every 4 weeks in Part B. 
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Importantly, IDC sessions and TLFB collection of self-reported opioid use data were performed 
by different study site personnel in order to avoid any potential bias on the part of the patient or 
staff member. 

5.4. Evaluation Schedule 
Following screening and randomization (Visits 1 and 2), visits occurred weekly during Part A, 
and monthly during Part B. The visit schedule and assessments that were conducted at each visit 
are summarized in Table 6 

As described above, urine screens for opioids and collection of opioid use by TLFB, evaluations 
were performed at each visit. Further evaluations included a visual analog scale (VAS) to assess 
opioid craving; continuous monitoring and assessment of adverse events (AEs ), physical 
examination and electrocardiogram (ECG) findings, vital sign measurements, injection site 
assessments, and lab test results; and structured interviews and additional questionnaires as noted 
in Table 6. Outcome measures of efficacy are described in detail in Section 5.5 below. 

Table 6: Study ALK21-013 Visit Assessments 

Visit Assessments 

PART A 

Screening • Informed consent • Blood and urine samples for 

• Demographics, height biochemistry, hematology, and urinalysis 

• Medical history including documentation • IllV antibody test 
ofDSM-IV-TR opioid dependence and • Urine pregnancy test (as applicable) 
number of detoxification events in the • Urine drug testing for opioids (including 
last 12 months methadone), cocaine, and amphetamines 

• Concomitant medication use and review • Opioid craving (visual analog scale) 
of prohibited medications 

• AE assessment 
• Physical examination (including waist 

circumference and hip circumference • Self reported opioid use (via TLFB) for 
measurements), vital signs, and weight the previous 60 days 

• Electrocardiogram 

Randomization • Review of eligibility criteria • Clinical Global Impression (CGI) 
& First Dose • Concomitant medication update • Risk Assessment Battery 

• Vital signs, weight • SF-36v2 

• Urine pregnancy test (as applicable) • Social Functioning and Healthcare 

• Urine drug testing for opioids (including Utilization Questionnaire 
methadone) and benzodiazepines • Euro-QOL (EQ-5D) 

• Naloxone challenge • Timeline Follow-Back (TLFB) 

• Randomization • Opioid craving (visual analog scale) 

• Individual Drug Counseling • AE Assessment 

• Beck's Depression Inventory (BDI) • Injection site assessment 

• Montgomery-Asberg Depression Rating • Distribution of a Part A emergency 
Scale (MADRS) treatment card 

• Addiction Severity Index (ASI) • Receipt of injection 
Table continues 
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Table 6: Study ALK21-013 Visit Assessments (continued) 

Visit Assessments 

Weekly Interim • Concomitant medication update • SF-36v2 questions #5 and #9 only 
Visits • Vital signs • TLFB 

• Urine drug testing for opioids (including • Opioid craving (visual analog scale) 
methadone) • AE assessment 

• Naloxone challenge (if urine drug test is • Confirmation patient has a Part A 
positive for opioids) emergency treatment card 

• IDC (biweekly) 

Monthly Dosing • Concomitant medication update • SF-36v2 questions #5 and #9 only (every 
Visits • Vital signs, weight visit except Month 4) 

Urine pregnancy test (as applicable) • Social Functioning and Healthcare • Utilization Questionnaire 
• Blood and urine samples for 

biochemistry, hematology, and urinalysis • TLFB 

• Urine drug testing for opioids (including • Opioid craving (visual analog scale) 
methadone) • AE assessment 

• Naloxone challenge (if urine drug test is • Injection site assessment 
positive for opioids) • Confirmation patient has a Part A 

• IDC emergency treatment card 

• SF-36v2 (Month 4 only) • Receipt of injection 

Transition Visit, • Concomitant medication update • Risk Assessment Battery (RAB) 
End of Part A, • Physical examination, vital signs, weight • SF-36v2 
or 
Part A Early • Urine pregnancy test (as applicable) • Social Functioning and Healthcare 
Termination • Blood and urine samples for Utilization Questionnaire 

biochemistry, hematology, and urinalysis • Euro-QOL (EQ-5D) 

• Urine drug testing for opioids (including • TLFB 
methadone) • Opioid craving (visual analog scale) 

• Naloxone challenge • ECG 
• IDC • AE assessment 
• Addiction Severity Index (ASI) • Injection site assessment 
• Clinical Global Impression (CGI) • Collection of Part A emergency treatment 

card 
Table contmues 
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Table 6: Study ALK21-013 Visit Assessments (continued) 

Visit Assessments 

PARTB 

Transition Visit, • Distribution of Part B emergency • Receipt of injection 
Start of Part B treatment card 

Monthly Dosing • Concomitant medication update • SF-36v2 (Months 9, 12, and 16) 
Visits • Vital signs, weight • SF-36v2 questions #5 and #9 only (every 

• Physical examination, ECG (Month 12 month except Months 9, 12, and 16) 
only) • Social Functioning and Healthcare 

• Blood and urine samples for Utilization Questionnaire 
biochemistry, hematology, and urinalysis • Euro-QOL (EQ-5D) (Months 9, 12, and 
(every 3 months) 16) 

• Urine pregnancy test (as applicable) • TLFB 

• Urine drug testing for opioids (including • Opioid craving (visual analog scale) 
methadone) • AE assessment 

• Naloxone challenge (if urine drug test is • Injection site assessment 
positive for opioids) 

• Confirmation patient has a Part B 
• IDC emergency treatment card 
• Addiction Severity Index (ASI), Clinical Receipt of injection • Global Impression (CGI), Risk 

Assessment Battery (RAB) (Month 12 
only) 

Follow-up, End • Concomitant medication update • Addiction Severity Index (ASI) 
of Study, • or 

AE assessment • Clinical Global Impression (CGI) 

Part B Early • Physical examination, vital signs, weight • Risk Assessment Battery (RAB) 
Termination • ECG • SF-36v2 

• Blood and urine samples for • Social Functioning and Healthcare 
biochemistry, hematology, and urinalysis Utilization Questionnaire 

• Urine pregnancy test (as applicable) • Euro-QOL (EQ-5D) 

• Opioid craving (visual analog scale) • TLFB 

• Urine drug testing for opioids (including • Injection site assessment 
methadone) • Collection of Part B emergency treatment 

• Naloxone challenge card 

• IDC 
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5.5. ALK21-013 Outcome Measures 

5.5.1. Primary Outcome Measure- Opioid-Free Response Profile 

The prespecified primary analysis of the primary endpoint of study ALK21-0 13 was the response 
profile of the rate of opioid-free weeks during weeks 5 to 24 of Part A. The primary outcome 
analysis was chosen at the suggestion of the FDA and was considered to yield the most 
unequivocal evidence of treatment success with high face validity and clinical meaningfulness. 

The definition ofthe primary outcome measure and its meaningfulness are described in this 
section. Although the initial designation "Opioid-Free Urine Response Profile" to describe the 
primary outcome measure was used, the prespecified criteria encompass treatment dimensions 
beyond the opioid urine test. Both self-reported opioid use and retention in treatment are 
reflected in the primary analysis. 

Urine opioid screens were performed weekly during Part A of Study ALK21-0 13. Therefore, 
each patient had 20 occasions to submit a urine sample during weeks 5 to 24. Urine samples 
were collected under direct observation by study-site personnel. A patient with 20 opioid-free 
urine samples was scored with a frequency of 100%. A patient with 19 opioid free urine samples 
would have a frequency of 95%, etc. For each treatment group, the response profile was 
generated by calculating the cumulative percent of patients at each observed value of the rate of 
opioid-free drug tests (?:0%, ?:5%, ?:10%, ?:15% ... ?:95%, =100%). Response profiles for 2 
treatment arms are displayed graphically by plotting cumulative percent of patients at each 
observed rate on the same plot. Results were statistically compared with a 2-sided Van der 
W aerden test. 

Consistent with prior research and with the agreement of the FDA, Weeks 1 to 4 of Part A were 
not included in the prespecified analysis. These initial four weeks of the treatment period were 
designated a priori as a "grace period." It was anticipated that during the initial weeks of 
therapy, patients might challenge the blockade by continuing to abuse opioids. Patients treated 
with VIVITROL; however, would have the opportunity to undergo behavioral change by 
learning that the reinforcing effects of the abused opioid had been extinguished by treatment. 

The response profiles of each group utilized a highly rigorous definition of opioid-free. In order 
to be considered opioid-free all three of the following criteria need to be satisfied: 

1. Show no detectable opioids in the urine sample. A validated, sensitive assay was 
employed for urine testing. The urine drug tests used in this study were 
immunochromatography-based one-step in vitro tests for opiates and methadone. The 
opiate test detected urine morphine concentration with a sensitivity level of 300 ng/mL, 
and the methadone test detected urine methadone concentration with a sensitivity level of 
300 ng/mL. As indicated by NIDA, when testing heroin use (the drug of choice for the 
majority of patients in this study), a test with a sensitivity level of 300 ng/mL may detect 
morphine in the urine for up to 4 days after the last dose of heroin is taken [National 
Institute on Drug Abuse (NIDA) 1986]. The test sensitivity employed in the study is 
more stringent than the US Department of Health and Human Services (DHHS) guidance 
which recommend a cutoff (sensitivity level) of 2000 ng/mL when testing for opiates in 
the urine [Substance Abuse and Mental Health Services Administration (SAMHSA) 
2004], 
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2. Confirm no opioid use by self-report. Patients who reported opioid use during the TLFB 
session were not considered opioid free for the week even if urine testing did not detect 
the presence of opioids. 

3. Attend the scheduled clinic visit. Patients who did not attend the weekly clinical visit or 
who discontinued treatment did not submit an opioid-free urine. As such, missed visits or 
visits following treatment discontinuation were scored as non opioid-free. The 
prespecified analysis of the primary endpoint thereby accounts for clinic attendance and 
retention in treatment. This criterion added further meaningfulness to the primary 
endpoint. According to DHHS, retention in a treatment program may be the single most 
important indicator of medication-assisted treatment outcomes [Center for Substance 
Abuse Treatment (CSA T) 2005]. In studies that have examined patients who left 
methadone maintenance treatment prematurely, length of retention was the most 
significant indicator of treatment effect [Center for Substance Abuse Treatment (CSA T) 
2004]. 

The primary endpoint was selected as it was considered to be both objective and highly clinically 
meaningful. Uripe opioid drug testing has frequently been used as a primary or secondary 
endpoint in clinical studies of opioid dependence treatment. A key feature of opioid-dependence 
is inappropriate self-administration of exogenous opioids; detected opioid use is a direct 
reflection an active disease manifestation and thus has high face validity. In contrast to 
subjective reporting, urine opioid tests provide an objective measure of opioid use, hence 
avoiding potential patient underreporting of use. Finally, as noted above, the endpoint 
incorporates the important dimension, treatment retention, in the definition of opioid-free. 

Using response profiles to display opioid use provided more information than the usual method 
of reporting either total abstinence or average use per treatment group, as these profiles provide 
an entire range of data from no treatment response to total abstinence. This additional 
information could aid prescribing physicians to make more informed decisions based on their 
goals for individual patients. The response profile approach has been used as the basis of recent 
FDA approvals of medications for the treatment of neuropathic pain and fibromyalgia. 

5.5.2. Sample Size Considerations for the Primary Endpoint 

The sample size (N=250) was expected to provide 85% and 96% power to detect an effect size of 
Cohen's d=0.4 and 0.5, respectively, by a Wilcoxon rank-sum test at a 0.05 two-sided 
significance level. Further detail is provided in the Statistical Analysis Plan (SAP) for study 
ALK21-013 (see Appendix Section 10.4). 

5.5.3. Secondary Outcome Measures 

The ALK21-013 protocol and SAP specified 2 key secondary and 2 additional secondary 
endpoints to further evaluate the robustness and meaningfulness of treatment effects assessed by 
the primary endpoint. The key secondary endpoints were (1) retention in study treatment and (2) 
opioid craving. To account for potential multiplicity, the 2 key secondary endpoints were 
analyzed in hierarchical order following the analysis of the primary endpoint. There were 2 
additional secondary endpoints: (1) self-reported opioid use and (2) occurrence of positive 
naloxone challenge test. The secondary endpoints are described below. Further details 
regarding the analysis are provided in the SAP (see Appendix Section 10.4). 
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5.5.3.1. Key Secondary Endpoint: Retention in Treatment 

Treatment retention is a particularly important outcome measure. As noted above, according the 
DHHS, retention in a treatment program may be the most important indicator of medication-
assisted treatment outcomes [Center for Substance Abuse Treatment (CSA T) 2005]. In studies 
that have examined patients who left methadone maintenance treatment prematurely, length of 
retention in treatment was the most significant indicator of treatment effect [Center for Substance 
Abuse Treatment (CSAT) 2004]. 

Retention in treatment is considered to be of such high importance that in order for opioid 
treatment programs to be certified by the DHHS those programs need to conduct annual reviews 
of retention, and federally licensed programs must demonstrate regular monitoring of retention in 
treatment [Substance Abuse and Mental Health (SAMHSA) Data Archive 2007]. 

Treatment retention was analyzed as the time from randomization to the final study visit 
displayed on a Kaplan-Meier plot. In contrast to the primary endpoint, in this context efficacy is 
defined as continued attendance in scheduled clinic visits irrespective of urine opioid screen 
results or self-reported use of opioids. 

5.5.3.2. Key Secondary Endpoint: Opioid Craving 

Another important outcome domain in the treatment of opioid dependence is drug craving. Drug 
craving is a compelling desire for previously experienced effects of a reinforcing substance that 
can emerge in the presence of both internal and external cues, and to a greater extent, with 
perceived availability of the substance, often leading to relapse. Craving early during protracted 
abstinence in the absence of cues has also been characterized, often as an internal stress 
response, and has been documented in drug dependent individuals for weeks after acute 
withdrawal [Koob 2008]. 

Naltrexone ' s blockade of opioid receptors is thought to block the rewarding effect of opioids and 
thereby lead to reduced craving; however, oral naltrexone has not necessarily been associated 
with craving decreases [Dijkstra, 2007]. In human laboratory research, both drug-cue-related 
imagery and stress significantly increase opioid craving. Oral naltrexone has been found to 
reduce drug cue-induced craving but not stress-induced craving, and stress-related arousal 
responses are thought to contribute to high rates of noncompliance and relapse [Hyman, 2007]. 
Another factor is that craving is thought to be influenced by the patients' environment, 
increasing with perceived availability of the substance [Koob 2008]. With unsupervised oral 
naltrexone self-administration, failure to self-administer creates a perceived (and 
pharmacologically real) opportunity for obtaining drug effects on a daily basis. 

Methods of measurement vary; however, the most common and basic assessment tool is a simple 
visual analog scale (VAS) measuring how much craving or urge to use the patient is 
experiencing. Craving was therefore assessed by VAS in the ALK21-013 study. 

5.5.3.3. Secondary Endpoint: Self-Reported Opioid Use 

The primary endpoint of the study was based on objective assessment - urine drug screen. 
Subjective self reports of opioid use were included as a secondary endpoint in the study to 
complement and substantiate the objective assessments with subjective reports from the study 
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patients. Self reports of opioid use were collected using a validated methodology, the TLFB 
method [Sobell and Sobel! 1992]. 

In addition to its role as a secondary endpoint, the TLFB report was used as an additional 
criterion for opioid free. As described above, in order for a patient to be considered opioid free 
for a study week, the patients TLFB response had to confirm that no opioids had been used. 

5.5.3.4. Secondary Endpoint: Positive Naloxone Challenge Test 

If a patient had a positive urine drug screen during the study, a naloxone challenge test was 
performed. The naloxone challenge test entails administration of a small sub-cutaneous injection 
of a short acting opioid antagonist, naloxone. The test was deemed positive if the irDection 
elicited signs and symptoms of opioid withdrawal. 

Opioid withdrawal symptoms elicited by the naloxone challenge test performed during the study 
provided evidence that a patient has been using opioids to a sufficient degree that physical 
dependence has been re-established. The rate of positive naloxone challenge tests was compared 
between treatment groups. 

5.5.4. Exploratory Outcome Measures 

The ALK21-0 13 study included a battery of exploratory outcome measures including of health 
outcomes and quality oflife (QOL) assessments. Exploratory endpoints included responses to 
the Addiction Severity Index (ASI), the Short Form Health Survey (SF-36v2), the Euro-QOL 
health outcome survey (EQ-5D), the Clinical Global Impression (CGI) scale, and the Risk 
Assessment Battery (RAB). The purpose of the exploratory measures was to provide further 
perspective on the impact, meaningfulness, and consequence of the reduction in opioid usage and 
retention in treatment, as captured by the primary and secondary endpoint analyses. 
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6. STUDY ALK21-013 EFFICACY RESULTS 
In an adequate and well-controlled study (ALK21-013) with a 6-month pivotal efficacy 
evaluation, VIVITROL 380 mg, compared to placebo, demonstrated substantial evidence of 
efficacy in the treatment of opioid dependence. The finding is based on demonstration of 
clinically meaningful and statistically significant improvement in the primary prespecified 
efficacy endpoint. In addition, all prespecified key secondary, and other secondary efficacy 
endpoints demonstrated significantly greater improvement with VIVITROL versus placebo. 
Specific findings in the VIVITROL group (versus placebo) included the following: 

• Higher rate of confirmed opioid abstinence: The results of the primary 
prespecified analysis of the primary endpoint indicated patients in the VIVITROL 
group had a statistically and clinically significantly greater proportion of confirmed 
opioid-free weeks (P=0.0002). A secondary analysis of self-reported opioid use 
demonstrated a similar significant treatment effect with VIVITROL compared to 
placebo (P=0.0004). 

• Longer retention in treatment: Retention in treatment was statistically significantly 
longer for patients in the VIVITROL group versus the placebo group (P=0.0042). 
Median days on treatment for VIVITROL group was > 168 compared to 96 in placebo 
group. 

• Reduced opioid craving: Patients treated with VIVITROL demonstrated a 
significant reduction in opioid craving compared to placebo (P<0.0002). This 
statistically and clinically significant treatment difference was evident by Week 8 and 
persisted through the end of Part A. 

• Reduced incidence of physiologic dependence: A significantly greater proportion 
of patients in the placebo group relapsed to physiologic dependence (defined as a 
positive naloxone challenge) as compared to patients in the VIVITROL group 
(P=0.0154). 

Exploratory analyses provide further corroboration of efficacy and the clinical relevance of these 
findings, including significant improvements in health-related quality of life (QOL ), decrease in 
risky behavior, and improvement in global health assessments and mental health related quality 
of life as assessed by the SF-36v2. 

Evidence from Part B of study ALK21-0 13 which is ongoing, suggests that the benefits observed 
with VIVITROL therapy during the initial6 months of treatment are durable. 

The results of two long-term, open label studies ALK21-006 and ALK21-021 (ongoing study in 
opioid-dependent health care professionals) show good retention and thus provide further 
supportive evidence of efficacy. 
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6.1. ALK21-013: Efficacy Study Results 

6.1.1. Disposition of Patients 

For a 6-month study of patients with opioid dependence, retention in the ALK21-013 study was 
excellent. Retention in patients treated with VIVITROL was significantly higher than in patients 
receiving placebo treatment. There were no discontinuations due to AEs among patients treated 
with VIVITROL. 

A total of 335 patients were screened and 250 patients enrolled. Of the enrolled patients, 124 
were randomized to receive placebo and 126 were randomized to receive VIVITROL 380 mg. A 
total of 136 (54.4%) patients discontinued during Part A: 77 (62.1 %) were in the placebo group 
and 59 (46.8%) were in the VIVITROL group. Additionally, 2 (1.6%) patients in the placebo 
group discontinued due to AEs while none of the patients treated with VIVITROL withdrew due 
to an AE. 

Patients treated with placebo were more likely to discontinue treatment due to relapse to opioid 
dependence. A positive naloxone test was observed in 17 (13.7%) patients in the placebo group 
compared to just 1 (0.8%) patient in the VIVITROL group (the positive naloxone challenge test 
in this patient occurred 2 months after his last injection). The naloxone challenge tests were 
performed in response to a positive urine opioid screen. Positive naloxone challenge tests 
indicated that the patients had re-initiated abuse of opioids to an extent that physical dependence 
had been re-established. 

A total of 47 (37.9%) of the placebo-treated patients and 67 (53.2%) of the VIVITROL-treated 
patients entered the open-label safety extension of the study (Part B). Part B is ongoing at the 
time of this submission. 

A summary of patient disposition including reasons for discontinuation (based on blinded data) 
are presented in Table 7 below. Note thatN=12 patients in the placebo group and N=l8 patients 
in the VIVITROL group were categorized as having "withdrawn consent." The category reflects 
patients who voluntarily elected to not return for further treatment. In most cases, this reason for 
discontinuation was confirmed by a family member. Since the patient's decision to discontinue 
therapy was confirmed by a family member, these patients were not considered "lost to follow-
up." Importantly, patients assigned to the category of 'withdrew consent" did not actually 
undergo a formal written withdrawal of consent process. 
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Table 7: Patient Disposition-ALK21-013 

Placebo VIVITROL 

Patients randomized, N 124 126 

Patients dosed (used for Full Analysis Set), N 124 126 

Completed2 double-blind phase Part A (N, %)1 47 (37.9) 67 (53 .2) 

Discontinued during Part A (N,%) 1 77 (62.1) 59 (46.8) 

Reason for discontinuation during Part A (N,%) 1 

Lack of efficacy 34 (27.4) 22 (17.5) 

Patient withdrew consent 12 (9.7) 18 (14.3) 

Positive naloxone challenge 17 (13.7) 1 (0.8) 

Lost to follow-up 6 (4.8) 6 ( 4.8) 

Investigator judgment 4 (3.2) 8 (6.3) 

Major protocol violation 2 (1.6) 1 (0.8) 

Adverse event 2 (1.6) 0 

Incarceration 0 2 (1.6) 

Patient relocated 0 1 (0.8) 

Treatment goal met 0 0 

Lost Motivation 0 0 

On-going at the database lock for Part A analysis 40 (32.3) 49 (38.9) 
Source: ALK21-013 CSR Tables 14.1.1 and 14.1.1.1 
1 Percentages are ofthe number of patients in the Full Analysis Set (FAS) 
2 Patients who continued to open label phase (received at least one open-label injection) were counted as completed 

Part A 

6.1.2. Study Population 

The ALK21-0 13 study enrolled patients with clear evidence of opioid dependence that is 
generalizable to the opioid-dependent treatment population at large, including opioid-dependent 
individuals in the US. Baseline characteristics are summarized in Table 8. 

All patients met DSM-IV-TR criteria for opioid dependence, and had an average of 9 to 10 years 
of opioid use. 

The population studied included predominantly patients abusing heroin, although patients who 
abused orally administered opioids were also enrolled. In the 30 days prior to the receipt of the 
first dose, 221 (88.4%) patients reported use ofheroin, 29 (11.6%) reported use ofmethadone, 
and 33 (13.2%) reported use of other opioids/analgesics. 

Consistent with the population using heroin, the study enrolled patients with a high incidence of 
viral hepatitis and HIV sero-positivity. The majority of patients had a baseline history of 
hepatitis C (88.8%), and many (41 %) were HIV positive. 
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Patients in study ALK21-013 study were primarily male (88%) and white (99%). 

From the perspective of treatment group comparison, patients in both treatment groups (placebo 
and VIVITROL) were similar in terms of all demographics and baseline characteristics. 

Summary statistics for patient demographics and baseline characteristics are presented in 
Table 8. 

Table 8: Demographics and Baseline Characteristics-ALK21-013 

Variable/ Category Placebo, VIVITROL, 
n=124 n=l26 

Age (years) 

Mean (SD) 29.7 (3.6) 29.4 (4.8) 

Range 21-43 21-52 

Sex-n (%) 

Male 107 (86.3) 113 (89.7) 

Female 17(13 .7) 13 (10.3) 

Race-n (%) 

White 124 (1 00 .0) 124 (98.4) 

Asian 0 (0 .0) 2 (1.6) 

Baseline BMI (kg/m2
) 

Mean (SD) 23.20 (2.71) 23.25 (2.66) 

Range 17.3-30.9 18.2-32.5 

Duration of Opioid Dependence (years) 

Mean (SD) 10.0 (3.9) 9.1 (4.5) 

Range 1-21 1-26 

Reported Opioid Use in Past 30 Days- n (%) 

Heroin 110 (88.7) 111(88.1) 

Methadone 18 (14.6) 11 (8.7) 

Other Opioids/ Analgesics 12 (9.8) 21 (16.8) 

Baseline Hepatitis C or HIV -positive Status - n (%) 

Hepatitis C 114 (91.9) 108 (85 .7) 

HlV 52(41.9) 51 (40.5) 

Self-Reported Opioid-Negative Days in the 30 Days Prior to 
Hospitalization for Detoxification 

Mean (SD) 9.17 (16.43) 12.04 (21.41) 

Median 0 0 
(table contmues) 
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Table 8: Demographics and Baseline Characteristics-ALK21-013 (continued) 

Beck Depression Inventory (BDI) total score 

Mean (SD) 12.2 (7.8) 11.8 (7.1) 

Median 11.0 11.0 

Severity of depression as categorized by BDI total score 

0: No depression I (0 .8) 2 (1.6) 

1 - 10: Normal ups and downs 57 (46.0) 58 ( 46.0) 

11 - 16: Mild mood disturbance 34 (27.4) 41 (32.5) 

17- 20: Borderline clinical depression 14 ( 11.3) 13 ( 10.3) 

21 - 30: Moderate depression 15 ( 12.1) 9 ( 7.1) 

31 - 40: Severe depression 3 ( 2.4) 3 ( 2.4) 

over 40 : Extreme depression 0 0 
Source: ALK21-013 CSR Tables 14.1.2.1, 14.1.3 
Note: SD = standard deviation; BMl = body mass index 

6.1.3. ALK21-013 Primary, Secondary and Exploratory Efficacy Results (Part A) 

A description of the outcome measures used in the ALK21-013 study is provided in Section 5.5. 

6.1.3.1. Primary Analysis of the Primary Endpoint 

VIVITROL demonstrated statistically significant and clinically meaningful efficacy in the 
treatment of opioid dependence as assessed by the primary prespecified analysis of the primary 
endpoint. 

The primary analysis of the primary endpoint was a response profile based on the rate of 
confirmed opioid-free weeks during Weeks 5 to 24 of Part A. Figure 7 shows the response 
profiles for each treatment arm (VIVITROL or placebo) based on patients ' individual rates of 
opioid-negative urine tests and self-reported opioid use. Response profiles indicated that patients 
in the VIVITROL group had a statistically significantly greater proportion of opioid-free weeks 
compared to patients in the placebo group (P=0.0002). The data used to generate Figure 7 are 
summarized in Appendix Section 1 0.4, Table 18. 

The median patient treated with VIVITROL had an opioid-free rate of90% compared to 35% 
with placebo Table 9. 

Total abstinence (100% opioid-free weeks) during Weeks 5 through 24 was reported in 45 
(35.7%) patients in the VIVITROL group versus 28 (22.6%) patients in placebo group 
(P=O. 0224). 

As described in Section 5.5.1, although the name "Opioid-Free Urine Response Profile" was 
originally used, the prespecified criteria for the primary outcome measure encompass treatment 
dimensions beyond the opioid urine test. Both self-reported opioid use and retention in treatment 
are reflected in the primary analysis . The criteria for opioid-free include: 

I. Show no detectable opioids in the urine sample using a sensitive 
immunochromatography-based assay. 
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2. Confirm no opioid use by self-report. Patients who reported opioid use during the TLFB 
session were not considered opioid free for the week even if urine testing did not detect 
the presence of opioids 

3. Attend the scheduled clinic visit. Patients who did not attend the weekly clinical visit or 
who discontinued treatment did not submit an opioid-free urine and thus were scored as 
non opioid-free in the analysis. 

Review of the data revealed that the large majority of"non opioid-free" data points occurred due 
to discontinuation in treatment or missed clinic visits. As discussed in Sections 6.1.1 and 6.1.3 .3, 
retention in treatment was higher with VIVITROL-treated patients compared to placebo. 
Patients treated with placebo were more likely to relapse to opioid dependence compared to 
VIVITROL treated patients; whereas patients in the VIVITROL arm, if they 'slipped' (used 
opioids but did not become physiologically dependent) were able to remain in the study. 

There were 53 occasions (1.24% of data points) on which patients reported using opioids via 
TLFB but had opioid-free urine drug tests. Per the definition used for the analysis, these data 
points were scored as non opioid-free. 
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Figure 7: 

Table 9: 

N 

Mean (SD) 

Median 

Range 

Study ALK21-013 Primary Analysis: Opioid-Free Weeks Response Profile, 
Weeks 5-24 

Opioid-Free Weeks Response Profile: Weeks 5-24 

Opioid-Free Weeks Response Profile(%) 

Placebo VIVITROL 

124 126 

46.0 (43.3) 64.5 (40.1) 

35 90 

0-100 0-100 
Source: ALK21-013 CSR Table 14.2.1.3 

6.1.3.2. Additional Analyses of the Primary Endpoint 

The finding of efficacy with the primary analysis of the primary endpoint was supported by 
additional analyses of the primary endpoint. 

53 
AMN1047 

IPR of Patent No. 7,919,499



The percent of opioid-free patients at each visit is displayed in Figure 8. By Week 2 there was a 
greater proportion of opioid-free patients in the VIVITROL group versus the placebo group, and 
this separation from the placebo trend persisted for the last 20 weeks of the double-blind phase of 
the study. 

100 ... Placebo (N = 124) 
- VIVITROL (N = 126) 

en 90 -c: 
.!!:! 80 -; 
Q. 70 c: 
"' Ql 60 
~ 
"C 50 ·a ·a. 
0 40 .... 
0 ... 30 c: 
Ql 
~ 20 
Ql 
Q. 

10 

0 
BL 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 

Scheduled Visit Week 

Source: ALK21-0 13 CSR Figure 4 

Figure 8: Study ALK21-013-Percent ofOpioid-Free Patients, by Week (Full Analysis 
Set) 

6.1.3.3. Analyses of the Secondary Endpoints 

The robustness and clinical meaningfulness of the finding with the primary endpoint were further 
confirmed by analyses of secondary endpoints. VIVITROL, in comparison to placebo, 
demonstrated statistically significant and clinically meaningful efficacy in all predefined 
secondary endpoints including the key secondary endpoints treatment retention (p=0.0042), 
opioid craving (p<0.0002), as well as self-reported opioid use (p=0.0031), and positive naloxone 
challenge test (p=O. 0 154). 

Key Secondary Endpoint Result: Treatment Retention 

Treatment retention has been considered to be the single most important indicator of medication-
assisted treatment outcomes [Center for Substance Abuse Treatment (CSAT) 2005]. The longer 
patients remain engaged in therapy, the greater the opportunity to stabilize abstinence, engage in 
counseling, organize chaotic lifestyles, and improve family and social relationships that can be 
supportive ofrecovery. 

Figure 9 demonstrates that patients in the VIVITROL group stayed in the study longer than 
patients in the placebo group (P=0.0042, adjusted for multiplicity). Median days on treatment 
for patients in the VIVITROL group was > 168 days compared to 96 days for patients in placebo 
group. 
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A total of 47 (37.9%) of the placebo-treated patients and 67 (53.2%) of the VIVITROL-treated 
patients completed Part A and entered the open-label safety extension of the study (P=O.Ol71) . 

100 

90 

80 
Ill 70 ..... 
!: 

:8 60 111 a. .... 50 0 ..... 
!: 
Q) 40 e 
Q) 

30 a. 
20 Total 

Placebo 124 
10 VIVITROL 126 

0 
0 14 28 42 

Number of Patients 
Median 

Discontinued Censored Days 

77 47 96 

59 67 >168 

56 70 84 98 112 126 
Days to Last Visit 

... Placebo 

... VNITROL 

Log·Rank 
Test 

P-value 

0.0042 

140 154 168 182 

Note: P;~tients continuing into Part B were censored at the last day of the first opcn~label (Part B) dose. 

Source: ALK21-013 CSR Table 14.2.2.1 

Figure 9: Time to Discontinuation: Part A (Full Analysis Set) 

Key Secondary Endpoint Result: Opioid Craving 

198 

For the full study period, patients reported significantly less craving with the 380 mg dose of 
VIVITROL than with placebo at P<0.0002. The reduction in craving with VIVITROL treatment 
was about 50% from baseline, whereas patients treated with placebo showed no significant 
change compared to baseline (Figure 1 0). These data are summarized by study visit in Appendix 
Section 1 0.4, Table 20). 

The observed reduction in opioid craving indicates that the treatment effects of VIVITROL 
extend beyond the blockade of drug induced euphoria/ re-enforcement. Although the mechanism 
of action of the observed effect is uncertain, the clinical benefit of reduction in drug craving is 
important and may contribute to overall treatment success. 
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Figure 10: Opioid Craving Score, Mean Change from Baseline using Last Observation 
Carried Forward (LOCF), Full Analysis Set 

Secondary Endpoint Result: Self-Reported Opioid Use 

During the study period, patients in the VIVITROL group reported significantly more opioid-
free days than were reported by patients in the placebo group (P=0.0004). Patients in the 
VIVITROL group reported a median of 99.2% opioid-free days compared to 60.4% reported by 
patients in the placebo group Table 10. The primary prespecified analysis used baseline values. 

Table 10: Percent Self-reported Opioid-Free Days (Part A) 

Assessment Statistic Placebo VIVITROL 
n=124 n=126 

Baseline2 Mean(SD) 9.17 (16.43) 12.04 (21.41) 

Median 0.00 0.00 

Double Blind Period Mean (SD) 60.59 (37.96) 77.79 (30.83) 

Median 60.42 99.16 

Change from Baseline Mean (SD) 51.42 (39.32) 65.75 (34.87) 

Median 46.43 75.83 
Source: ALK21-013 CSR Table 14.2.5.1 
1 For VIVITROL vs . placebo from Vander Waerden test, Baseline Value Carried Forward. 
2 Rate during the 30-day period immediately prior to hospitalization for detoxification 
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Secondary Endpoint Result: Naloxone Challenge 

Opioid withdrawal symptoms elicited by the naloxone challenge test performed during the study 
provided evidence that a patient has been using opioids to a sufficient degree that physical 
dependence has been re-established. The results indicate that the higher use of opioids among 
placebo treated patients translated into a higher incidence of relapse to physical dependence. 

Per the prespecified analysis, a significantly greater proportion of patients in the placebo group 
(62.1 %) relapsed to physiologic dependence as compared to 46.8% of patients in the VIVITROL 
group (P=0.0154) (Appendix Section 10.4, Table 21 ). The analysis categorized patients who had 
discontinued as having relapsed to opioid dependence data. 

An additional analysis was performed to determine the incidence of positive naloxone challenge 
in Part A without categorizing discontinued patients as having relapsed. One VIVITROL and 17 
placebo treated patients had a positive naloxone challenge in Part A of the study (Appendix 
Section 1 0.4, Table 22). The difference in incidence was statistically significant (0.8% vs. 
13.7%, p<0.0001). The single patient in the VIVITROL group had a positive naloxone challenge 
at Week 16 after missing a dose ofVIVITROL (Week 12), ie, 8 weeks since the last dose of 
VIVITROL. All 18 patients who had a positive test were administered the challenge in response 
to a positive urine drug test result. 

6.1.3.4. Analysis of Exploratory Endpoints 

The ALK21-0 13 study included a battery of exploratory outcome measures intended to provide 
further perspective of the impact, meaningfulness, and consequence of the reduction in opioid 
usage and retention in treatment captured by the primary and secondary endpoint analyses. 
Exploratory outcome measures included assessments of health-related QOL and risky behavior. 
Significant differences between VIVITROL and placebo were observed whereas other measures 
showed no difference from placebo. A full summary is provided in Appendix Section 1 0.5, 
Table 23 through Table 28. 

The principal measure ofQOL in the present study was the SF-36v2. Analysis ofthe SF-36v2 
scores revealed that VIVITROL resulted in substantial improvements in mental-health-related 
QOL that were significantly greater than those observed with placebo treatment. 

Baseline mental-health-related SF-36 scores for patients emolled in the ALK21-013 study are 
consistent with substantially sub-normative mental health related QOL. With treatment, the 
mental health component summary score for all 4 mental health subscales showed improvements 
with VIVITROL compared to placebo (see Appendix Section 10.4, Table 23). These differences 
between VIVITROL and placebo were statistically significant. Improvement in the overall 
mental health summary score for VIVITROL at the end of Part A was greater than 1.5 SDs 
(placebo= 45.28; VIVITROL = 50.37; P=0.0043). 
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Physical Component 50.5 
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N 

Baseline 122 
Patients with 76 Post-Baseline Data 

Figure 11: Quality of Life Improvements with VIVITROL 

VIVITROL 
N 

125 

91 

In contrast to the mental component summary score, baseline SF-36v2 physical component 
summary scores were at or above norms for both groups at baseline and did not change 
significantly during treatment. 

The Risk Assessment Battery (RAB) provides a measure ofHIV risk in a substance-using 
population, which is based on drug and alcohol use in the past 30 days, and needle use and 
sexual behavior in the last 6 months [Metzger, 2001 ]. This type of risky behavior is a key factor 
in the transmission of viral hepatitis and AIDS among opioid dependent patients. Results of the 
RAB indicated that risky behavior was reduced during treatment with VIVITROL. The 
improvements with VIVITROL were significantly greater than those observed with placebo 
treatment. At the end of Part A, the VIVITROL group showed a 62% decrease from baseline, 
which was significantly greater than the 46% reduction for the placebo group (P=0.0212), 
indicating that the VIVITROL group lowered the overall risk ofHIV infection significantly more 
than the placebo group (see see Appendix Section 10.4, Table 24). 

Investigator's assessment of patients' severity of illness and changes in medical status were 
assessed using the CGI scale. Scores for the severity of opioid addiction at baseline were similar 
for the placebo and VIVITROL groups. At the end of Part A, patients in the VIVITROL group 
scored significantly higher (where higher indicates greater improvement) when assessed for 
severity of opioid addiction (P=0.0092) and global improvement (P=0.0011) than patients in the 
placebo group (see Appendix Section 10.4, Table 25). 
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6.1.4. Comparison of Results of Subpopulations 

6.1.4.1. ALK21-013 Prespecified Stratification Analysis 

To explore the influence of stratification factors and other clinically relevant baseline 
characteristics, the rate of opioid-free weeks was analyzed factoring in treatment group, sex, and 
sex-by-treatment interaction. Age, duration of opioid dependence, and duration of last prestudy 
inpatient detoxification treatment period were included as continuous covariates. There was no 
statistically significant effect of stratification factors on the rate of opioid-free weeks, indicating 
that the difference in rates of opioid-free weeks between placebo and VIVITROL groups was 
most likely due to the effect of study drug, and independent of patients' sex, age, duration of 
opioid dependence, or duration of last prestudy inpatient detoxification period. Least square 
mean estimates and 95% confidence limits of the rate of opioid-free weeks in each treatment 
group indicated the rate in VIVITROL group was statistically significantly higher than the rate in 
the placebo group (P=0.0009). This analysis further confirmed the robustness ofthe results of 
the primary analysis. 

Treatment effect within study centers was also explored. Most sites (6 out of7) that enrolled 
more than 10 patients reported higher average rates of opioid-free weeks for VIVITROL-treated 
patients than for those treated with placebo, indicating consistent treatment effect across study 
sites (see Appendix Section 10.4, Table 29). 

6.1.4.2. ALK21-013 Prespecified Subgroup Analyses 

Consistency of the treatment effect within various subgroups was analyzed. Response profiles 
by treatment group were summarized for subgroups defined by the following baseline 
characteristics: 

• Sex 

• Age 

• Duration of opioid dependence 

• Duration of last pre study inpatient detoxification 

Treatment by factor interaction was assessed with analysis of variance (ANOVA) models of the 
rate of opioid-free weeks. Separate ANOVA models including fixed effects for treatment, 
subgroup factor and treatment by factor interaction were used for each baseline characteristic. 
These results demonstrated that within each subgroup, the rate of opioid-free weeks in the 
VIVITROL group was consistently higher than the rate in the placebo group. No significant 
interaction effect was found between treatment and any of the subgroup factors. 

6.1.5. Comparison of Efficacy Results ofVIVITROL to Oral Naltrexone 

In the absence of a direct head-to-head evaluation, a definitive comparison between the efficacy 
ofVIVITROL and oral naltrexone cannot be made. Qualitatively, the robust efficacy signal 
observed with VIVITROL in the ALK21-013 study compares favorably to the aggregated 
published experience with oral naltrexone. 

In the Cochrane meta-analysis [Minozzi, 2006], naltrexone efficacy as the percent of patients 
remaining on oral naltrexone relative to placebo was displayed as relative risk. A higher relative 
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risk indicated superiority of oral naltrexone in promoting retention, the chosen primary measure 
of efficacy. Study retention in groups receiving naltrexone or naltrexone plus psychosocial 
treatment versus groups receiving placebo or placebo plus psychosocial treatment had an overall 
relative risk of 1.08 (95% confidence interval: 0.74, 1.57). In comparison, results from the 
pivotal VIVITROL study ALK21-013 show the relative risk of 1.40 (favoring VIVITROL) with 
the 95% confidence interval of 1.06-1.85. By this measure, VIVITROL compares favorably 
with the oral naltrexone literature. 

6.2. Supportive Evidence: ALK21-006 (Final Results), ALK21-021 
(Interim Results) and ALK21-013 Part B (Interim Results) 

The efficacy of VIVITROL in the treatment of opioid dependence (ALK21-0 13) is augmented 
by treatment retention experience in two open-label long-term studies ofVIVITROL in the 
treatment of patients with opioid dependence (ALK21 -006 and ALK21-021) in the United 
States. Both open-label studies show good retention rates and support the clinical utility of 
VIVITROL in the treatment of opioid dependence. 

ALK21-006, ALK21-006-EXT 

ALK21-006 was a multi-center, randomized, open-label, Phase 3 long-term safety study 
assessing the safety of repeat doses ofVIVITROL 380. The objective ofthe study was to assess 
the safety ofVIVITROL in patients with alcohol dependence, opioid dependence, and mixed 
alcohol-opioid dependence. The long-term retention data collected in study ALK21-006 are 
supportive of the efficacy seen in the pivotal study ALK21 -0 13 and support the applicability of 
VIVITROL in the treatment of opioid dependence in the US. 

The study enrolled 315 patients with a diagnosis of alcohol dependence alone, 69 with a 
diagnosis of opioid dependence alone, and 52 with a diagnosis of mixed dependence. To qualify 
for the study, a diagnosis of alcohol and/or opioid dependence based on the DSM-IV criteria was 
required. 

Among patients with opioid or mixed opioid dependence the mean age was 34 years. The 
proportion of males to females was approximately 2:1 . Enrolled patients were white (84%) 
black (8%) and Hispanic (6%). 

Opioid dependent patients in the ALK21-006 study demonstrated good adherence to VIVITROL 
therapy- similar to study ALK21-0 13 -with over 50% of patients remaining on VIVITROL 
treatment at 6 months, and over 30% of patients at 12 months. 

ALK21-021 

ALK21-021 is an open-label, 24-month study designed to evaluate the long-term efficacy and 
safety ofVIVITROL in N=38 health-care professionals (physicians, osteopaths, nurses, 
pharmacists) who have a history of opioid dependence. Enrolled patients are participating in an 
extended outpatient treatment program including VIVITROL 380 mg injected IM once monthly 
for 24 months and concurrent psychosocial therapy. 

Enrollment into this study has closed and the clinical portion is ongoing. The preliminary interim 
safety data from this ongoing study that are described here were provided in the 120-Day Safety 
Update recently received by the FDA. As of03 May 2010, 32 (84%) patients were ongoing. Of 
these, 11 (29%) had received ::::0:6 months ofVIVITROL treatment. 

60 
AMN1047 

IPR of Patent No. 7,919,499



ALK21-013 (Part B) 

Study ALK21-013 (N=250) is a phase 3, randomized, multi-center study being conducted in 
2 parts, Part A and Part B. Part A, the blinded portion of the study was completed and unblinded 
as of 06 November 2009. Patients who completed Part A continued to Part B, which is an open-
label phase to assess longer-term safety, durability of effect, health economics, and quality of life 
(QOL) in the continuing study population. In Part B, which remains ongoing, all patients are 
administered an IM injection of open-label VIVITROL 380 mg every 4 weeks (monthly) along 
with psychosocial support. At the conclusion of both parts, each completing subject will have 
received a total of 19 injections of study drug over approximately 1.5 years. 

The preliminary interim safety data from this ongoing study that are described here were 
provided in the 120-Day Safety Update recently received by the FDA. 

As of03 May 2010, 114 patients (46%) had received >6 months ofVIVITROL treatment, while 
75 had received 2:12 months and 29 had received2:18 months. Ofthese, 24 had completed the 
study, 57 were continuing on treatment and 33 had discontinued as of data cut-off. 
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7. VIVITROL SAFETY 
This section will review VIVITROL safety. As noted previously, this Efficacy Supplement 
builds on the prior approval ofVIVITROL for alcohol dependence. As such, the following 
discussion of safety will begin with the current package insert and postmarketing safety 
surveillance results. This will be followed by a detailed description of safety data from study 
ALK21-013. Relevant data from the open-label studies ALK21-006 and ALK21-006-EXT will 
be added to provide additional context to findings in opioid dependent patients. 

VIVITROL is well tolerated and has a well-characterized safety profile in dependent adults. It 
was approved for use in alcohol dependence in 2006. This approval was based on experience in 
1065 patients, most of them alcohol-dependent, who participated in 7 primary clinical trials and 
3 extension studies. The data from those studies were incorporated into the VIVITROL package 
insert for alcohol dependence, which is provided in Appendix Section 1 0.1. As can be seen 
through review of the information in that label, adverse events with VIVITROL were generally 
mild or moderate in intensity. The most common included gastrointestinal symptoms (eg, 
nausea, vomiting, diarrhea, abdominal pain), injection site reactions, asthenic conditions, 
insomnia and sleep disorders, and infections such as nasopharyngitis or sinusitis. 

The VIVITROL label describes the several precautions and warnings that will be reviewed in the 
context of postmarketing surveillance reports . 

VIVITROL ® (naltrexone for extended-release injectable suspension) has been available for use 
since June 2006. Though the approved indication is for the treatment of alcohol dependence, 
Alkermes is aware that VIVITROL is sometimes used in an off-label manner. However, it is 
impossible to accurately determine the extent of off-label use. As indicated below, Alkermes has 
received reports of adverse events in people who have received VIVITROL for opioid 
dependence. It is estimated that approximately 45,000 patients have been exposed to 
VIVITROL between the date of initial approval and 12 April2010. 

A review of the precautions and warnings from the VIVITROL label is presented below, along 
with the relevant postmarketing experience (see Table 11 ). 
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Table 11: VIVITROL Prescribing Information and Relevant Postmarketing 
Experience 

VIVITROL Prescribing Information and Background Relevant Postmarketing Experience 

Hepatotoxicity Four postmarketing reports of hepatitis or liver 
There is a boxed warning regarding hepatotoxicity for oral disease have been reported. The VIVITROL 
naltrexone. The FDA requested a similar boxed warning in the population comprises individuals with a high 
VIVITROL package insert (see below). Of note, the warning rate of concomitant health problems, including 
states that "VIVITROL does not appear to be a hepatotoxin at liver disease. 
the recommended doses." 

Naltrexone has the capacity to cause hepatocellular injury 
when given in excessive doses. 
Naltrexone is contraindicated in acute hepatitis or liver 
failure, and its use in patients with active liver disease must 
be carefully considered in light of its hepatotoxic effects. 
The margin of separation between the apparently safe dose of 
naltrexone and the dose causing hepatic injury appears to be 
only five-fold or less . VIVITROL does not appear to be a 
hepatotoxin at the recommended doses. 
Patients should be warned of the risk of hepatic injury and 
advised to seek medical attention if they experience 
symptoms of acute hepatitis . Use ofVIVITROL should be 
discontinued in the event of symptoms and/or signs of acute 
hepatitis. 

Injection site reactions There have been 24 postmarketing reports of 

Based on signals observed in postmarketing surveillance, injection site reactions requiring surgical 

proposed label changes regarding injection-site reactions were intervention. Postmarketing data with respect to 

submitted to the FDA. This topic was subsequently the subject injection site reactions have been incorporated 

of an FDA alert in August of2008 . Some key points in the into the current, revised package insert. 

revised labeling are: (1) VMTROL injections may be followed 
by pain, tenderness, induration, swelling, erythema, bruising and 
pruritus; (2) some cases have required surgical intervention 
including debridement of necrotic tissue; (3) inadvertent 
subcutaneous administration ofVIVITROL may increase the 
likelihood of severe injection site reactions, and ( 4) reported 
cases occurred primarily in female patients. 

Eosinophilic pneumonia Two postmarketing reports of eosinophilic 

As described in the current package insert, there has been 1 
pneumonia have been received. One of these 
cases was considered related to treatment, 

confirmed and 1 suspected case of eosinophilic pneumonia insufficient information for the second case 
during clinical trials. Both cases resolved with corticosteroid precluded assessment. 
treatment. 
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VIVITROL Prescribing Information and Background Relevant Postmarketing Experience 

Opioid overdose Five postmarketing reports of opioid overdose 
In clinical trials, reports of opioid overdose occurred 3 times; 2 have been received. 
of those cases occurred more than 6 weeks after the most recent Naltrexone is a competitive opioid antagonist, 
dose ofVIVITROL. which will only be effective for the duration of 

therapy. Among the 3 patients with reported 
opioid overdoses, one was successfully treated 
in an emergency facility. In another case, the 
overdose occurred approximately 3 months after 
the last VIVITROL injection. In the third case, 
there is insufficient data to establish a 
meaningful causality assessment. 

Opioid withdrawal A total of 33 events of possible opioid 
As described in the current VIVITROL package insert for withdrawal were reported. Of these 33 cases, 9 
alcohol dependence, VIVITROL will precipitate withdrawal were considered serious adverse events. Many 
symptoms if administered to a patient dependent on opioids. As of these reports did not include history or 
such, the physician must ensure that the subject is opioid free physical findings adequate to reliably make a 
prior to initiation of VIVITROL treatment. determination of opioid withdrawal. However, 

any signs or symptoms possibly illustrating 
opioid withdrawal syndrome were 
conservatively considered directly related to 
VIVITROL. In 2 cases, drug withdrawal was 
coded but was either unsubstantiated or clearly 
evocative of another clinical entity (dyskinesia) 
resulting in the inability to formally assess a 
causal relationship. 

Depression and suicidality Alkermes has received 11 reports of suicidal 
Alcohol and opioid dependence are known to be risk factors for ideation, 5 reports of attempted suicide, and 3 
depression and suicide. This risk is described in the current reports of completed suicides during 
VIVITROL package inset. postrnarketing surveillance. 

Pain management Alkermes has received 11 postmarketing reports 
A concern about giving opioid antagonists is the ability to containing information related to pain 
manage unexpected, severe pain. No reported difficulties with management. Of these, 10 were reports from 
pain management were observed in clinical trials despite patients. Primarily these patients conveyed 
patients having injuries and occasional surgical interventions. information about pain medications which were 
Guidance for pain management is detailed in the current perceived to be less effective since introduction 
VIVITROL package insert: ofVIVITROL or describing pain medications 
"In an emergency situation in patients receiving VIVITROL, prescribed following the initiation of treatment 
suggestions for pain management include regional analgesia or with VIVITROL which were not felt to be fully 
use of non-opioid analgesics. If opioid therapy is required as managing pain. However, Alkermes has 
part of anesthesia or analgesia, such patients should be received no reports of patients requiring 
continuously monitored, in an anesthesia care setting, by hospitalization for pain management. 
persons not involved in the conduct of the surgical or diagnostic 
procedure. The opioid therapy must be provided by individuals 
specifically trained in the use of anesthetic drugs and the 
management of the respiratory effects of potent opioids, 
specifically the establishment and maintenance of a patent 
airway and assisted ventilation. 
Irrespective of the drug chosen to reverse VIVITROL blockade, 
the patient should be monitored closely by appropriately trained 
personnel in a setting equipped and staffed for cardiopulmonary 
resuscitation." 
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Summaries of postmarketing safety reports were submitted to the FDA as quarterly Periodic 
Adverse Drug Experience (ADE) Reports for the first 3 years following product launch in the 
US. Currently postmarketing safety summaries are submitted annually, as Periodic Safety 
Update Reports (PSURs) . An internal review of all reports is conducted quarterly or more 
frequently if a possible safety signal is identified. This ongoing review of all postmarketing 
reports has not revealed any additional signals in the postmarketing period that would necessitate 
further changes in safety labeling. 

Provider education can minimize many of the risks associated with VIVITROL administration. 
In addition to the Package Insert (Appendix Section 10.1) and Medication Guide (Appendix 
Section 10.2), Alkermes ' field force has frequent interactions with the majority ofVIVITROL 
prescribers. This has allowed for specific instructions to be given on proper injection technique, 
pain management, and performance of a naloxone challenge. Additional information on the Risk 
Evaluation and Mitigation Strategy (REMS) is described in Section 9. 

7.1. Clinical Trial Experience 
Building on the experience already described in the original NDA for alcohol dependence and 
summarized in the current VIVITROL package insert, is one new study (ALK21-013) which was 
conducted exclusively in opioid-dependent patients . The data from ALK21-013 together with 
the postmarketing safety data have not revealed any new safety issues with the use of 
VIVITROL in opioid dependence, and there were no findings that are inconsistent with the 
warnings or precautions sections of the current VIVITROL label. The clinical trial data are 
further supported by a review of the published literature which did not identify any issues that 
are not already adequately described in the VIVITROL package insert for alcohol dependence. 

Study ALK21 -006, is a 1-year, open-label, phase 3 study conducted in adults with alcohol and/or 
opioid dependence in support of the original NDA filing for alcohol dependence. Data from the 
121 opioid-dependent patients (101 received VIVITROL, 20 received oral naltrexone) who 
enrolled in this trial have been extracted for this summary. Aggregate data from this study were 
previously submitted and contributed to the determination of safety in the original NDA for the 
alcohol dependence indication. 

7.2. Adverse Events in the Pivotal Trial--ALK21-013 
As described in the study design section of this document (Section 5), the pivotal efficacy trial in 
patients with opioid dependence (ALK21-013) was conducted in 2 parts: a 6-month placebo-
controlled, double-blind evaluation of efficacy and safety (Part A), and an open-label safety 
extension (Part B) where patients received an additional 12 months of treatment. At the time of 
the submission of the sNDA under review, only Part A of Study ALK21-0 13 was complete. Part 
B is still ongoing. As such, the sections below focus on Part A data, the only placebo-controlled 
clinical data available in this population. 

Ofthe 250 patients randomized into the study, 103 (41.2%) experienced at least 1 AE: 40 
(32.3%) in the placebo group and 63 (50%) in the VIVITROL group. Table 12 presents a brief 
summary of treatment-emergent AEs sorted by treatment group and overall. 

VIVITROL was generally well tolerated in Part A. There were no deaths reported in Part A, and 
no deaths have been reported in the ongoing Part B. All AEs were considered by investigators as 

65 
AMN1047 

IPR of Patent No. 7,919,499



mild or moderate in intensity. No severe AEs were reported by any patient during Part A. Two 
(2) patients discontinued from Part A due to an AE; both patients were in the placebo group. 

SAEs were reported by 7 (2.8%) patients. Of these, 4 (3.2%) patients were in the placebo group 
and 3 (2.4%) were in the VIVITROL group. Two of the placebo patients discontinued the study 
due to the events. No individual SAE was reported by more than 1 person and no treatment 
differences were noted. Serious adverse events are further described in Section 7.2.1. 

The majority of patients had AEs considered by the PI to be unrelated to study drug including 
those reported by patients in the placebo group. In the VIVITROL group, a total of 4 (3%) 
patients experienced AEs of injection site pain that were judged to be definitely related to study 
drug. 

Table 12: Overview of Adverse Events-ALK21-013 (Part A) 

Number of patients (%) 

Patients, n (%/ Total Placebo VIVITROL 

Dosed 250 (100.0) 124 (100.0) 126 (100.0) 

With::=-:1 AE 103 (41.2) 40 (32.3) 63 (50.0) 

With ::=-: 1 severe AE 0 0 0 

With ::=-:1 drug-related2 AE 45 (18.0) 12 (9.7) 33 (26.2) 

With ::=-:1 serious AE 7 (2.8) 4 (3.2) 3 (2.4) 

Who discontinued due to an AE 2 (0.8) 2 (1.6) 0 

Due to drug-related3 AE 0 0 0 

Due to anSAE 2 (0.8) 2 (1.6) 0 
Source: ALK21-013 CSR, Table 14.4.1.1 
1 Percent is out of number of patients dosed during Part A 
2 Events classified as possibly, probably, or definitely related to study drug by the investigator 

Incidence rates of the most common clinical AEs reported in Part A are provided in Table 13 . 
Incidence rates of the most common laboratory AEs reported in Part A are provided in Table 14. 

Individual AEs that were reported by at least 2% of patients overall during Part A included four 
preferred terms related to liver function abnormalities. In the population treated in this study, 
88.8% had a baseline diagnosis of hepatitis C infection (according to medical history) and 41.2% 
had a baseline diagnosis ofHIV infection (by serology), making attribution of the relationship 
between study drug and the frequency of abnormal liver function test (LFT) results difficult. Of 
306 elevated AL T, AST, or GGT test results, only 62 (20%) were classified as adverse events. 
Therefore, issues relating to changes in liver function are discussed in Section 7.3.6.2 in terms of 
actual laboratory values rather than by an individual physician's determination as to whether or 
not a given individual laboratory value constituted an AE. In addition, placebo-treated patients 
had a significantly greater dropout rate. Thus, with more laboratory investigations in the 
VIVITROL group, there was a greater opportunity to observe abnormal LFTs and a greater 
opportunity for these observed abnormalities to be considered AEs. 

66 
AMN1047 

IPR of Patent No. 7,919,499



The most common clinical AEs reported during Part A among patients overall were: 
nasopharyngitis (12 patients [4 .8%]); influenza (n=11 [4.4%]); hypertension (n=10 [4%]); 
insomnia (n=9 [3 .6%]); and injection site pain, toothache, or headache (n=7 [2.8%], each). 

Patients in the VIVITROL group more frequently reported nasopharyngitis (n=9, 7%), insomnia 
(n=8, 6%) and injection site pain (n=6, 5%) compared to patients in the placebo group 
([n=3, 2%] , [n=1 , 1 %] , and [n=1, 1 %], respectively). No severe AEs were reported by any 
patient during Part A. No patient discontinued from Part A due to a nonserious AE. 

Table 13: Most Common1 Clinical Adverse Events-ALK21-013 (Part A) 

System Order Class All Placebo VIVITROL 
Preferred Term N=250 n=l24 n=126 

Number(%) of Patients2 

Infections and Infestations 38 (15.2) 14 (11.3) 24 (19.0) 

Nasopharyngitis 12 (4 .8) 3 (2.4) 9 (7.1) 

Influenza 11 (4.4) 5(4.0) 6 (4.8) 

Psychiatric Disorders 14 (5.6) 5 (4.0) 9 (7.1) 

Insomnia 9 (3.6) 1 (0.8) 8 (6.3) 

General Disorders and Administration Site Conditions 13 (5.2) 5 (4.0) 8 (6.3) 

Injection site pain 7 (2.8) 1 (0 .8) 6 (4.8) 

Gastrointestinal Disorders 12 (4.8) 6 (4.8) 6 (4.8) 

Toothache 7 (2.8) 2 (1.6) 5 (4.0) 

Vascular Disorders 10 (4.0) 4 (3 .2) 6 (4.8) 

Hypertension 10 (4.0) 4 (3 .2) 6 (4.8) 

Nervous System Disorders 9 (3.6) 4 (3.2) 5 (4.0) 

Headache 7 (2.8) 3 (2.4) 4 (3.2) 
Source: ALK21-013 CSR, Table 14.4.1.2 
1 Most common adverse events are those reported by 2:2% of patients overall ("All" column) during Part A 
2 Percent is out of number of patients dosed 

Table 14: Most Common1 Laboratory Adverse Events-ALK21-013 (Part A) 

System Order Class All Placebo VIVITROL 
Preferred Term N=250 n=l24 n=l26 

Number(%) ofPatients2 

Investigations 38 (15.2) 12 (9.7) 26 (20.6) 

Alanine aminotransferase increased 23 (9.2) 7 (5 .6) 16 (12.7) 

Aspartate aminotransferase increased 16 (6.4) 3 (2.4) 13 (10.3) 

Gamma-glutamyl transferase increased 13 (5 .2) 4 (3 .2) 9 (7.1) 
Source: ALK21-013 CSR, Table 14.4.1.2 
1 Most common adverse events are those reported by 2:2% of patients overall ("All" column) during Part A 
Percent is out of number of patients dosed 
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Overall, the most common adverse events reported in the ALK21-0 13 trial are consistent with 
the types of events described in the current VIVITROL package insert for alcohol dependence. 
They are also consistent with the events reported in the ALK21-006 trial, where the most 
common events among opioid-dependent patients included nasopharyngitis, insomnia, headache, 
fatigue, and depression. 

Review of AEs in this integrated safety database does not indicate safety findings among opioid-
dependent patients unaddressed in the current VIVITROL label for alcohol dependence. 

7.2.1. Serious Adverse Events 

There were 7 (2 .8%) patients who reported SAEs: 4 (3.2%) were in the placebo group and 3 
(2.4%) were in the VIVITROL group (see Table 15). 

No individual SAE was reported by more than one patient; none were considered related to study 
drug. Patients with SAEs of AIDS, HIV infection, and herpes virus infection were diagnosed 
with those conditions during screening; however, exacerbation of symptoms required 
hospitalization during the study. One patient with the SAE of drug dependence relapsed during 
the study, requiring hospitalization for the purpose of opioid detoxification. Two SAEs led to 
study withdrawal in Part A, each occurred in patients treated with placebo. 

Table 15: Serious Adverse Events-ALK21-013 (Part A) 

System Order Class 

Preferred Term (MedDRA) 

Infections and Infestations 

Acquired immunodeficiency syndrome 

Acute sinusitis 

Adnexitis 

IDV infection WHO clinical stage Ill 

Herpes virus infection 

Lobar pneumonia 

Psychiatric Disorders 

Drug dependence* 

Psychotic disorder* 

Gastrointestinal Disorders 

Peptic ulcer 
Source: ALK21-013 CSR, Table 14.4.1.4 
1 Percent is out of number of patients dosed during the corresponding period 
*Event resulted in early withdrawal from the study. 

Placebo VIVITROL 
n=124 n=l26 

Number(%) of Patients1 

2 (1.6) 3 (2.4) 

0 1 (0.8) 

1 (0.8) 0 

0 1 (0.8) 

0 1 (0 .8) 

0 1 (0 .8) 

1 (0.8) 0 

2 (1.6) 0 

1 (0.8) 0 

1 (0 .8) 0 

1 (0.8) 0 

1 (0 .8) 0 

In comparison, SAEs were infrequent among opioid dependent patients overall (including 
patients in the prior study ALK21-006). The only individual event terms reported by more than 
1 patient were: drug dependence (5 patients) ; overdose (4 patients, includes 1 patient with 
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"intentional overdose"), affective disorder (2 patients), suicidal ideation (2 patients), suicide 
attempt (2 patients), and depression (2 patients). 

In this population of opioid-dependent adults, SAEs of drug dependence, overdose, suicidal 
ideation, suicide attempt, and depression are not unexpected. None of these cases were fatal and 
none were considered by the investigator to be related to study drug. In these studies, SAEs of 
"drug dependence" represented an exacerbation of an underlying dependence diagnosis, where 
hospitalization for detoxification was initiated or recommended. SAEs of depression occurred in 
patients with a history of depression at baseline. Similarly, SAEs of affective disorder were 
reported as exacerbations of an underlying baseline condition. Only 2 of the SAEs of overdose 
involved overdoses of opioids. Other cases involved overdosing on other medications including 
benzodiazepines, anxiolytics, and antidepressants. Opioid overdose is discussed in Section 7.3.4. 
Adverse events of a suicidal nature are discussed in Section 7.3 .1 . 

Overall, the SAEs reported during clinical trials in opioid-dependent patients are consistent with 
the types of SAEs described in the original NDA submission for alcohol dependence. No new 
issues have been identified. 

7.2.2. Adverse Events Leading to Discontinuation 

Two patients were discontinued from ALK21-013 due to SAEs, as shown in Table 15, above. 
No patient was discontinued from the study for a nonserious AE. 

Overall, among opioid dependent patients, the only adverse event leading to discontinuation in 
more than 1 patient was pregnancy (4 cases). The 4 pregnancies occurred during Study ALK21 -
006, and the study protocol required immediate discontinuation of study drug for any subject 
becoming pregnant during the study. 

Overall, the types of AEs leading to discontinuation of treatment among patients with opioid 
dependence are consistent with the data described in the original NDA, and described in the 
current VIVITROL package insert. No new issues have been identified. 

7.2.3. Additional Safety Data from ALK21-013 (Part B) 

The primary evaluation of safety in the ALK21-0 13 study comes from the 6-month, placebo-
controlled portion of the study (Part A). Patients who completed Part A continued into the open-
label extension portion of the study (Part B) which is still ongoing. Preliminary, interim safety 
data, as of 03 May 2010, are included in the 120-Day Safety Update report recently received by 
the FDA. A brief summary of the safety results from the 114 patients who participated in Part B 
are as follows: 

• No deaths have been reported. 

• 3 patients experienced a total of 4 SAEs (cardiomyopathy, acute pancreatitis, 
pulmonary tuberculosis and hepatitis A). Pulmonary tuberculosis and hepatitis A 
occurred in the same patient. 

• The most common AEs were: GGT elevated (n=10 patients, 9%), AST elevated and 
ALT elevated (n=7 patients each, 6%), influenza (n=5 patients, 4%), toothache (n=4 
patients, 4%), and injection site pain (n=3 patients, 4%). 

• No patients developed an adverse event in Part B that led to discontinuation. 
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• Injection site reactions included: pain (n=3 events), and induration, extravasation, and 
swelling (n=1 event each) 

• No new trends in laboratory data were observed 

7.3. Safety Topics of Special Interest 

7.3.1. Suicide and Depression 

In an effort to thoroughly evaluate the incidence of adverse events suggestive of suicidal 
behavior, Alkermes performed a retrospective review of individual patient safety data. The 
review included a search of individual study databases ( eg, physical examination, AEs) and 
questionnaire responses that could suggest depression. All findings were reviewed on a by-
patient basis, to assure material contained in the patients' case report forms did not suggest 
suicidal behavior. 

The results of the data mining exercise described above are as follows: 

• In ALK21-013, the 24-week, placebo-controlled pivotal trial, AEs involving 
depressed mood or suicidal thinking were not reported by any patient in either 
treatment group (VIVITROL or placebo). 

• In ALK21 -006, an open-label, long-term safety study, AEs of a suicidal nature 
(depressed mood, suicidal ideation, suicide attempt) were reported by 5% of opioid-
dependent patients treated with VIVITROL versus 10% of opioid-dependent patients 
treated with oral naltrexone. 

• In ALK21-006-EXT, the long-term safety extension study, AEs of a suicidal nature 
were not reported by any of the opioid-dependent patients. 

Opioid drug dependence is a risk factor for suicide. In addition, comorbidities common among 
people with this dependence (eg, depression) are also risk factors for suicidal behavior. It has 
been estimated that the lifetime risk for suicide is 25% or more in those with alcohol or opioid 
dependence, compared with 1% to 1.3% in the general population [Miller, 1991 ]. Suicidal 
behavior and depression are described in the current VIVITROL package insert, and a review of 
the data in opioid-dependent patients does not reveal any new findings that would warrant an 
adjustment to the current package insert language. 

7.3.2. Injection Site Reactions 

In ALK21 -013, investigators trained in proper injection technique, and had the option of using 
either a 1.5" or a 2.0" administration needle. Any reported ISR was documented and reported as 
anAE. 

Among all patients, injection site tenderness and injection site induration were the most 
commonly reported ISRs. 

Overall, there was a low rate of ISRs among patients in the ALK21-0 13 study. A primary risk 
factor for ISRs appears to be the inadvertent administration of VIVITROL into the adipose layer 
instead of into the muscle. This may more frequently occurs in female patients, in patients with 
a higher body mass index (BMI), and/or from improper injection technique. 
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Patients were leaner in ALK21-013 versus ALK21-006 (eg, a BMI 23.2 vs. 26.3, respectively), 
and the overall population included a greater proportion of men (88% and 66%, respectively) . In 
addition, investigators participating in the ALK21-0 13 study were well trained on the importance 
of proper injection technique and had the option of using a 2-inch administration needle-an 
option that was not available at the time that the 21-006 study was conducted. Alkermes 
believes these factors all contributed to the lower incidence ofiSRs in the ALK21-013 study. 

7.3.3. Opioid Withdrawal 

In ALK21-013, the 24-week, placebo-controlled pivotal trial, AEs of opioid withdrawal 
(withdrawal syndrome) were not reported by any patient in either treatment group (VIVITROL 
or placebo). 

In ALK21-006, an open-label, long term safety study, AEs of opioid withdrawal (withdrawal 
syndrome) were reported by 3 patients (2 in the VIVITROL group, 1 in the oral naltrexone 
group). None were SAEs, none were severe, and none resulted in study discontinuation (see 
ALK21-006 CSR). 

In the open-label extension study (ALK21-006-EXT), AEs of opioid withdrawal were not 
reported by any patient. 

Opioid withdrawal is described in the current VIVITROL package insert, and a review of the 
data pertaining to opioid-dependent patients did not reveal any new safety finding that would 
warrant an adjustment to the current package insert language. 

7.3.4. Opioid Overdose 

In ALK21-013, the 24-week, placebo-controlled pivotal trial, AEs of opioid overdose were not 
reported by any patient in either treatment group (VIVITROL or placebo). 

In ALK21-006, AEs of opioid overdose were reporte~ by 3 opioid-dependent patients; 2 in the 
VIVITROL group, and 1 in the oral naltrexone group. In the open-label extension study 
(ALK21-006-EXT), 1 overdose was reported by an opioid-dependent patient. Of these 4 
overdoses, 2 were classified as SAEs due to hospitalization of the patient. The other 2 cases did 
involve hospitalization. Among patients in the VIVITROL treatment group, the events occurred 
between 25 and 81 days after the most recent dose of study drug. For the patient in the oral 
naltrexone group, the overdose occurred 28 days after the most recent drug dispensation visit; it 
is unclear whether this patient had been compliant with the daily dosing regimen. All patients 
recovered by the next day without sequelae. 

Opioid overdose is described in the current VIVITROL package insert, and a review of the data 
in opioid-dependent patients does not reveal any new safety finding that would warrant an 
adjustment to the current package insert language. 

7.3.5. Eosinophilic Pneumonia 

There were no reports of eosinophilic pneumonia among the 371 opioid-dependent patients 
comprising the safety population. 
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Eosinophilic pneumonia is described in the current VIVITROL package insert, and a review of 
the data in opioid-dependent patients does not reveal any new safety finding that would warrant 
an adjustment to the current package insert language. 

7 .3.6. Hepatitis and Liver Disease 

7.3.6.1. Clinical Adverse Events of Hepatitis and/or Liver Disease 

Adverse events involving hepatitis and/or liver disease were infrequent among the opioid-
dependent patients in these studies. A total of 5 patients reported such events, specifically: 
hepatitis C (2 patients, ALK21-013), liver disorder (1 patient, ALK21-013), hepatomegaly 
(1 patient, ALK21-006), and hepatic steatosis (1 patient, ALK21-006-EXT). The 2 patients with 
AEs of hepatitis C both had a medical history positive for hepatitis C infection, and both of these 
events were reported as exacerbations of the baseline condition. The patient reporting the AE of 
liver disorder had a baseline diagnosis of hepatitis B. Hepatomegaly and hepatic steatosis were 
reported by patients with no history of liver disease. Hepatomegaly occurred in a patient in the 
oral naltrexone group; hepatic steatosis occurred in a patient receiving VIVITROL. Both events 
were considered mild and the investigator deemed both definitely not related to study drug. 
Neither of these events was reported by more than 1 patient. Alkermes is unable to make a 
definitive assessment of the relationship between the episode of hepatic steatosis and the use of 
VIVITROL. 

Hepatotoxicity is described in the current VIVITROL package insert, and a review of the data in 
opioid-dependent patients does not reveal any new safety finding that would warrant an 
adjustment to the current package insert language. 

7.3.6.2. Liver Function Tests 

ALK21-013 

In the ALK21-013 study, 88% of patients reported a history of hepatitis C infection at baseline, 
consistent with the general population ofiV drug users [Ghany, 2009], and liver function-related 
AEs were reported only among patients with a history of hepatitis C infection. Consistent with 
the clinical course in hepatitis C infection, many patients had abnormal (high) AL T, AST, and 
GGT results at baseline and at various times during the study. 

Laboratory values for AL T and AST were lowest at baseline and subsequently increased on 
treatment in both the placebo and VIVITROL groups. By the Week 24 visit (end of Part A), 
there was little difference in the mean change from baseline when comparing the placebo and 
VIVITROL groups. GGT values did not show a similar increase from baseline. Mean bilirubin 
concentrations increased in both the placebo and VIVITROL groups; however, these changes 
were largely within the normal range. 
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Table 16: Summary of Select Liver Function Test Results--ALK21-013 (Part A) 

Placebo VIVITROL 

N Mean (SD) N Mean (SD) 

ALT Baseline 124 51.2 (29.9) 126 52.2 (28.9) 
(ULN=55 IU/mL) Week24 48 57.4 (41.2) 68 56.0 (55.1) 

AST Baseline 124 37.9 (18.9) 126 39.8 (18.2) 
(ULN=45 IU/mL) Week24 48 44.4 (31.2) 68 44.0 (30.3) 

GGT Baseline 124 106.4 (111. 7) 126 84.6 (72.5) 
(ULN=50 IUIL) Week 24 48 85.4 (121.7) 68 63.1 (62.7) 
Source: ALK21-013 CSR Table 14.4.2.1 

The shift analyses (Table 17) further demonstrate that VIVITROL did not adversely affect liver 
function relative to placebo. Patients who entered the study with normal AL T or AST were 
similarly likely to develop high or very high (> 3 x) AL T or AST, regardless of whether they were 
treated with placebo or VIVITROL. Importantly, the same findings were shown for patients who 
entered with high baseline AL Tor AST. Additionally, in both the placebo and VIVITROL 
groups, many patients with high baseline AL T and AST levels had on-treatment levels within the 
normal range, and very few progressed to very high levels (>3xULN). Few patients had high 
bilirubin values, and no differences were seen in the shift table analysis between the placebo and 
VIVITROL groups. 
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Table 17: Changes in Select Liver Function Test Abnormalities from Baseline to Week 24- ALK21-013 (Part A) 

Baseline Placebo VIVITROL 
Week Grade1 

Low Normal High 3X High2 All Low Normal High 3x High2 

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) 

Alanine Aminotransferase (lUlL) Post-Baseline Grade 

24 Low 0 0 0 0 0 0 0 0 0 

Normal 0 17(35.4) 9 (18.8) 1 (2.1) 27 (56.3) 0 33 (48 .5) 11 (16.2) 3 ( 4.4) 

High 0 12 (25 .0) 8 (16.7) 1 (2.1) 21 (43 .8) 0 11 (16.2) 10 (14.7) 0 

3x High 0 0 0 0 0 0 0 0 0 

All 0 29 (60.4) 17 (35 .4) 2 (4.2) 48 (100.0) 0 44 (64.7) 21 (30.9) 3 ( 4.4) 

Aspartate Aminotransferase (lUlL) Post-Baseline Grade 

24 Low 0 0 0 0 0 0 0 0 0 

Normal 0 29( 60.4) 7( 14.6) 1 (2.1) 37 (77.1) 0 32 (47.1) 11 (16.2) 1 (1.5) 

High 0 5( 10.4) 5( 10.4) 1 (2.1 ) 11 (22.9) 0 12(17.6) 11 (16.2) 1 (1.5) 

3x High 0 0 0 0 0 0 0 0 0 

All 0 34( 70.8) 12( 25.0) 2 (4.2) 48 (100.0) 0 44 (64.7) 22 (32.4) 2 (2.9) 

Gamma-Glutamyl Transferase (lUlL) Post-Baseline Grade 

24 Low 0 0 0 0 0 0 0 0 0 

Normal 0 16 (33 .3) 6 (12.5) 1 (2.1) 23 (47.9) 0 24 (35 .3) 3 (4.4) 2 (2.9) 

High 0 8 (16.7) 8 (16.7) 0 16 (33.3) 0 13 (19.1) 11 (16.2) 2 (2.9) 

3x High 0 0 5 (10.4) 4 (8.3) 9 (18.8) 0 4 (5 .9) 7 (10.3) 2 (2.9) 

All 0 24 (50.0) 19 (39.6) 5 (10.4) 48 (100.0) 0 41 (60.3) 21 (30.9) 6 (8 .8) 
Note: Percentages are out of the number of patients with test results at baseline and the corresponding post-baseline visits for each treatment group 
1 Latest assessment made prior to the fi rst dose; 
2 Higher than 3 times the normal limit 
Source: ALK21 -013 CSR Table 14.4.2.2 
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Another analysis of potential hepatotoxicity is presented in Figure 12. Each individual's peak 
post-baseline ALT is plotted against peak post-baseline total bilirubin. There are more data 
points for VIVITROL-treated patients (n=l07) compared to placebo-treated patients (n=85), as 
more of the latter did not return after the initial study drug injection. In addition, the greater 
retention of patients in the VIVITROL arm resulted in an increased opportunity for patients with 
fluctuating AL T (due to underlying hepatitis C infection) to have higher AL T results. 
Nevertheless, though there are more VIVITROL treated patients with elevated ALT, no patients 
were found to have total bilirubin greater than twice the upper limit of normal. The fact that 
none of the data points extend into the upper right quadrant of this plot suggest that there is little 
concern of serious hepatotoxicity. 
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Figure 12: Edish Plot: Evaluation of Drug-Induced Serious Hepatotoxicity: ALK21-013 

Thus, the reported increase in AEs of LFT abnormalities does not appear to be related to 
VIVITROL treatment, based upon the following findings: 

• All of the patients for whom abnormal LFTs were reported as AEs had a history of 
hepatitis C infection at enrollment. It is most likely that the observed LFT 
abnormalities reflect the clinical course of hepatitis C infection rather than a drug-
related effect. 

• The majority of patients with reported AEs of abnormal LFTs had subsequent 
decreases in serum LFT levels despite remaining on treatment, which is more 
consistent with the clinical course of hepatitis C than drug toxicity. 

• Over the 24-week period of observation, no differences were seen in mean AL T, 
AST, and GGT values between VIVITROL and placebo groups 
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• Analyses of shift tables revealed no meaningful difference in patients going from 
normal to high LFTs or from high to >3xULN values when comparing the placebo 
and VIVITROL groups 

ALK21-006 and ALK21-006-EXT 

In the open-label safety study, there were no clinically significant changes in liver function 
parameters for either treatment group (VIVITROL or oral naltrexone). 

7.4. Other Clinical Laboratory Evaluations 

7.4.1. Eosinophils 

Previous studies in alcohol-dependent patients demonstrated increases in mean eosinophil counts 
of VIVITROL versus placebo-treated patients. 

In the ALK21-013 study, no group differences in mean eosinophil counts were seen. 

In ALK21-006, VIVITROL patients had an increase in eosinophil count at Week 4, which 
returned to baseline over the course of the study. No changes in eosinophil count were noted for 
the oral naltrexone group. 

In ALK21-006-EXT, no increases were seen. 

7.4.2. Platelets 

An association between VIVITROL and decreased platelet count is described in the current 
VIVITROL package insert. This association was also observed in study (ALK21-013). Both 
placebo and VIVITROL-treated patients had decreases in platelet counts from baseline. At 24 
weeks, patients treated with VIVITROL experienced a mean decrease in platelet count of 32.3 x 
103 /flL, compared to 1. 7 x 103 /~tL in placebo patients. However, differences were not clinically 
significant, and analysis of shift tables shows more low values in the placebo group. There were 
no AEs related to bleeding. 

Similar observations were made in study ALK21-006 for both the VIVITROL and oral 
naltrexone groups. 

7.4.3. Serum Protein 

In ALK21-0 13, more than half of the patients in both groups (VIVITROL and placebo) had 
elevated mean serum protein concentrations at baseline. Mean protein concentrations did not 
change over the course of the study. In view of the normal distribution of serum albumin 
concentrations at baseline, the high protein concentrations likely represent the effects of chronic 
inflammation (ie, hepatitis C and HIV infection) in this population. 

In ALK21-006 and ALK21-006-EXT, where the rates ofHIV and hepatitis C were much lower, 
there were no clinically significant group changes in total protein noted. 

7.5. Overall Safety Summary 
The data summarized in the sections above indicate that VIVITROL is safe and well-tolerated in 
the population of alcohol and/or opioid-dependent adults. No new safety issues were identified, 
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and there were no findings that are inconsistent with the warnings or precautions sections of the 
current VIVITROL label. These clinical trial data are further supported by a review of the 
published literature which did not identify any issues that are not already described in the 
VIVITROL package insert. 

The REVIA ® (oral naltrexone) label states, "Among opioid free individuals, REVIA 
administration at the recommended dose has not been associated with a predictable profile of 
serious or untoward events." Consistent with the package insert for oral naltrexone, patients with 
opioid dependence reported lower rates of adverse events in comparison to patients with alcohol 
dependence. Injection site reactions were more commonly observed in alcohol-dependent 
patients compared to opioid-dependent patients. This may be explained by the reduced 
likelihood of inadvertent subcutaneous injection of VIVITROL in the opioid-dependence trials 
based upon a greater proportion of lean male patients, improved injection training for 
investigators, and access to 2" needles. For other adverse events, the lower incidence observed 
in patients with opioid dependence could be explained by underlying disease state and 
demographic factors. 

Key safety findings from Alkermes clinical trials in patients with opioid dependence are as 
follows: 

• No deaths occurred. 

• SAEs were infrequent and were consistent with the warnings and precautions sections 
of the current VIVITROL package insert. 

• The most common AEs (those occurring in at least 5% of patients in any treatment 
group) included nasopharyngitis, influenza, upper respiratory tract infection, sinusitis, 
insomnia, depression, headache, dizziness, nausea, upper abdominal pain, diarrhea, 
fatigue, and back pain. All of these events are described in the current VIVITROL 
package insert. 

• Injection site reactions are consistent with those described in the current VIVITROL 
package insert. 

• Laboratory test results, particularly liver function tests, eosinophil counts, and platelet 
counts were reviewed and found to be consistent with the language included in the 
current VIVITROL package insert. 

Important safety findings are addressed in the warnings and precautions sections of the current 
VIVITROL label for alcohol dependence. Addition of specific information regarding common 
adverse events in opioid dependent patients would adequately inform physicians of the safety of 
VIVITROL in these populations. 
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8. GENERALIZABILITY TO THE TREATMENT OF OPIOID 
DEPENDENCE IN THE UNITED STATES 

8.1. Introduction 
This section reviews the applicability and generalizability of the VIVITROL program to the 
treatment of opioid dependence in United States. The discussion highlights several key factors 
including (1) the fundamental and well-characterized neuropharmacologic mechanism of opioid 
dependence and opioid antagonist treatment, (2) the correspondence between the population of 
patients enrolled in the VIVITROL clinical program and the expected clinical population in the 
US, and (3) the similarity ofthe ALK21-013 study centers and the ALK21-013 treatment 
methodology to the anticipated treatment context of VIVITROL within the US health care 
system. This evidence, together with the robust efficacy finding in the ALK21-013 study and 
patient experience in multiple US clinical studies, indicates that VIVITROL will yield important 
health benefits in the treatment of opioid dependent patients in this country. 

The VIVITROL opioid development program consists of reference to the prior FDA approval of 
oral naltrexone for blockade of exogenous opioids, reference to published studies of oral 
naltrexone in the treatment of opioid dependence performed worldwide, and clinical studies 
performed by Alkermes with VIVITROL. Clinical studies of VIVITROL in patients with opioid 
dependence include one study of safety and efficacy (ALK21-013) conducted in Russia and 3 
clinical studies conducted in the US, ALK21-004 "opioid challenge," ALK21-006 long-term 
safety, and ALK21 -021 "health care professionals". 

There exists a significant amount of safety experience with VIVITROL in the treatment of opioid 
dependent patients in the US though previously conducted (ALK21 -006, ALK21-006-EXT) and 
ongoing (ALK21-021) studies. The opioid submission also includes post market safety 
surveillance data ofVIVITROL in the US. Given the extent of experience in the US, the 
VIVITROL program should adequately address safety in the US treatment population. As such, 
the primary focus of this discussion is ALK21-013, the pivotal efficacy study. 

8.2. Opioid Dependence- Neuropharmacology and Pharmacokinetics 
Two essential elements, (1) the neuropharmacologic mechanism of action of naltrexone and (2) 
the pharmacokinetic exposure of naltrexone in VIVITROL treated patients are both well 
characterized. These factors are operative across mammalian species, cultures, and continents 
and function irrespective of the type of opioid abused. Thus, from a mechanistic perspective, the 
effects of extended-release 11-opioid blockade that were evaluated in the ALK21-013 study, 
apply directly to clinical use in the United States. 

The fundamental brain processes at the level of pharmacodynamic and brain reward circuitry 
responses to opioids are similar across mammals and even more so among humans. Opioid 
dependence disorder, as a disease, originates with exogenous 11-opioid agonists. Upon 
administration and entry into the brain, 11-opioid agonists cause dependence through a 
combination of supra-physiologic positive reinforcement, ie, euphoria and reward, and with 
repeated use, negative reinforcement, ie, withdrawal distress [Nestler and Malenka 2004]. 
Naltrexone is a potent and selective antagonist of the 11-opioid receptor. As with the 
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development of dependence, the principal mechanism of action, 11-opioid competitive blockade 
of exogenously administered opioids, is well established and has been demonstrated in 
preclinical and human laboratory studies. 

The underlying pharmacologic mechanism, 11-opioid agonism and blockade by a competitive l..l-
antagonist, functions across mammalian species including humans and is common to people of 
all cultures, races, and ethnicities. Indeed, opioid dependence is reported on all continents with a 
remarkably similar incidence (1 to 2% of the general population) [Mathers, 2008]. ·This 
fundamental mechanism of agonism and competitive antagonism functions regardless of the type 
of opioid agonist used and irrespective of treatment context or culture. The same pharmacologic 
mechanism evaluated in the ALK21-0 13 clinical study is operative in the treatment of opioid 
dependence in the US. 

Essential to its efficacy is sustained exposure. VIVITROL releases naltrexone for greater than 
30 days following IM administration and its metabolism is unaffected by CYP enzymes. The 
pharmacokinetics ofVIVITROL are well characterized and have been observed to be consistent 
using a broad population pharmacokinetic approach [Dunbar, 2007;Dunbar, 2006]. 

8.3. Patient Population 
The patient population studied in the VIVITROL program is relevant to the treatment of opioid 
dependence in the US. In particular, there are strong parallels in the underlying motivation and 
external support between the 013 study population and the anticipated VIVITROL treated patient 
in the US. 

Patients enrolled in the ALK21-013 study all met DSM-IV criteria for opioid abuse. The DSM 
criteria were developed in the US and are used to define the clinical diagnosis of opioid 
dependence in the US. 

The ALK21-013 study patients were primarily male (88%) and white (99%). Similarly, heroin 
and non-medical users of other opioids in the US are predominantly male (69%) and white (91% 
white overall and 66% white among IV heroin users) [National Survey on Drug Use and Health 
(NSDUH) 2005]. No black patients were enrolled in the ALK21-013 study, however, from the 
perspective of safety and treatment retention, there does exist a significant body of VIVITROL 
experience with African-Americans and other ethnicities. This experience derives from the 
ALK21-006 study as well as from a substantial number of patients previously enrolled in the 
VIVITROL alcohol dependence program. 

VIVITROL is currently approved for the treatment of alcohol dependence. Based on anecdotal 
reports, postmarketing surveillance, and published literature [Fishman, 201 0] it is known that 
patients with opioid dependence are also currently being treated with VIVITROL by physicians 
in the US. A defining feature of patients treated or anticipated to be treated with VIVITROL is 
high patient motivation and willingness to accept regular IM injections. High motivation for 
treatment, especially treatment with antagonist therapy, is not universal among US opioid 
dependent patients. Archetypical VNITROL patients have a high level of motivation and 
commitment to therapy and include patients with strong direct parental or spousal support, and 
patients who are philosophically opposed to agonist replacement therapy, as well as 
professionals who are not permitted to use agonist replacement therapy ( eg, health care 
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professionals, active-duty soldiers, interstate truck drivers, airplane pilots, and police, fire and 
other public safety personnel). 

There are strong parallels between the patients enrolled in the ALK21 -0 13 study and patients and 
the anticipated VIVITROL treatment population in the US in terms of motivation. Patients 
enrolled in the ALK21-013 study had a high motivation for treatment with antagonist therapy as 
evidenced by their willingness to participate in the study, and undergo IM injections. 
Importantly in Russia, there is no legal use of opioid agonist replacement therapy; no other 
medication based therapies are available. The absence of agonist therapy in Russia is analogous 
to patients who are specifically motivated to use antagonist therapy in the US as described above. 

Another parallel is the availability of family supervision- nearly all patients in the ALK21-0 13 
study were residing with parents or other family members at the time of treatment initiation. 
Based on experience in the US, strong family support is a common feature of VIVITROL-treated 
patients. 

8.4. Treatment Context 
An important question in assessing translatability concerns the treatment context. The 
environment established in the VIVITROL program and specifically the ALK21 -013 study are 
reflective of the anticipated treatment setting ofVIVITROL in the US health care system. The 
relatedness of treatment setting lends further support to the generalizability of the ALK21-0 13 
study results to the use ofVIVITROL in the US. 

The ALK21-013 study sites were staffed by healthcare professionals experience with expertise in 
the medical treatment of addiction. The sites were fully equipped with personnel and logistics to 
provide gluteal injections on a longitudinal basis. The sites provided concurrent psychosocial 
therapy. The psychosocial therapy provided, IDC [Crits-Christoph, 1997], was developed in the 
US under the aegis ofNIDA. IDC and utilizes counseling themes commonly invoked in US 
clinical practice. 

The treatment of opioid dependence in the US is heterogeneous; there is no single uniform 
standard of care. There exists a variety of treatment models, philosophies and treatment settings 
entailing public, private, inpatient, out-patient, and residential facilities as well as dedicated 
methadone maintenance clinics [Substance Abuse and Mental Health Services Administration 
(SAMHSA) 2007]. Some facilities perform opioid detoxification whereas others do not perform 
this service. Some treatment centers utilize medication based treatments whereas others 
advocate abstinence oriented approaches. 

Within this heterogeneity, the clinical facilities in the US that actually use VIVITROL are quite 
similar the 013 study sites. Currently VIVITROL is being prescribed in the US in 400 facilities. 
Approximately 1100 physicians prescribe VIVITROL and about 50% of VIVITROL 
prescriptions are written by 130 physicians [Alkermes data on file]. Prescribers ofVIVITROL 
are largely physicians with a specific experience and expertise in the treatment of chemical 
dependence and ability provide or coordinate concurrent psychosocial therapy. The treatment 
facilities have personnel to manage access logistics, reimbursement, refrigeration, and gluteal IM 
injection, on a longitudinal basis. In the context of an approved indication for opioid 
dependence, it is anticipated that treatment in US would be provided by experienced physicians 
and treatment facilities that offer this range of services. 
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9. BENEFIT-TO-RISK PROFILE SUMMARY 
The rationale underlying VIVITROL (naltrexone for extended-release injectable suspension) 
development was formally first stated in 1975 as the National Institute on Drug Abuse began 
multiple initiatives in search of such a preparation. An effective extended release formulation of 
an antagonist was seen as advantageous compared to a daily oral antagonist. Opioid dependence 
disrupts the brain's sense of self-preservation and thereby impairs motivation for daily self-
administration of needed medication. VIVITROL was designed to deliver measurable plasma 
levels ofnaltrexone for one month. The VIVITROL phase 3 clinical trial (ALK21-013) 
demonstrates a consistent pattern of clinical efficacy for initiating opioid abstinence, maintaining 
abstinence, achieving medication adherence, maintaining retention, protecting against re-
establishment of opioid physical dependence and reducing craving for opioids, while at the same 
time showing good safety and tolerability. 

These findings of efficacy and safety are particularly important because VIVITROL would 
represent the first extended-release, non-agonist, alternative pharmacotherapy for the treatment 
of opioid dependence disorder. Given the difficulties described in the literature with daily oral 
naltrexone treatment [National Institute on Drug Abuse (NIDA) 1976;National Institute on Drug 
Abuse (NIDA) Treatment Workgroup 1997], the only widely-used approach to date has been 
agonist therapy with either methadone or buprenorphine. Yet there are substantial obstacles to 
agonist treatment for opioid dependence, including problems with access, risk of abuse and or 
division, the philosophies of many treatment providers and criminal justice systems that 
vehemently oppose agonist approaches, employment and licensure restrictions, and Federal 
regulations (U.S. 42 CFR 8.12(e) Patient admission criteria). Community opposition to 
methadone clinics and fears among primary care medical practices about agonist-maintained 
addicts seriously limits access to care in the US [Center for Substance Abuse Treatment (CSAT) 
2005]. 

As a result of these and other obstacles, more individuals with opioid dependence cannot or do 
not avail themselves of treatment than those who do engage in treatment. These may include 
patients who have not had a sufficient duration or severity of opioid dependence to justify 
maintenance agonist therapy, and patients who feel stigmatized, have medical contraindications, 
or who are philosophically opposed to agonist therapy. The mechanism of action makes it 
suitable for patients whose employment or professional license prohibits agonist treatment eg, 
health care professionals, transportation workers, public safety officials, military personnel. 

Given that the majority of individuals in the U.S. with opioid dependence do not receive 
treatment [Center for Substance Abuse Treatment (CSAT) 2005], access to a safe and effective 
antagonist may represent an important alternative treatment option with meaningful public health 
impact. 

9.1. Summary of Expected Benefits 
VIVITROL is effective in the treatment of opioid dependence, as demonstrated by a statistically 
significant and clinically meaningful greater proportion of opioid-free weeks with patients in the 
VIVITROL group compared to those in the placebo group in a 24-week trial in 250 adults 
(ALK21-013) diagnosed with DSM-IV opioid dependence disorder. The results with 
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VIVITROL compare favorably with historical results observed with consistent daily oral 
naltrexone [National Institute on Drug Abuse (NIDA) Treatment Workgroup 1997]. 

Efficacy was shown in a population with a broad age range. The sample had considerable 
duration of dependence on opioids. Efficacy was not found to vary by age, gender or duration of 
opioid dependence. At baseline, the use of opioids other than heroin was reported by 
approximately 25% of patients. Hepatitis C was present in the vast majority of patients and there 
was also a substantial proportion that was positive for HIV, known comorbidities in this patient 
population. The characteristics of this sample on these important baseline clinical variables 
support the relevance of the findings for the opioid dependent population [Brown, Jr., 2007]. 

Efficacy ofVIVITROL for promoting abstinent days was evident within weeks of treatment 
(ALI<21 -013 CSR). This early response for initiating abstinence suggests that VIVITROL may 
serve as a pharmacological foundation upon which the benefits of other treatment components 
may be built. An anti-craving effect was developed over the initial 8 weeks, and a benefit on 
retention was evident during the first month. Drug abstinence, reduction in craving and retention 
are crucial elements for establishing a platform for counseling and recovery activities. The rapid 
onset of effect with VIVITROL may facilitate other components of the treatment plan by 
allowing time for these additional components to begin to exert their effects. 

Beyond the formulation's characteristic of effectively overcoming daily administration 
compliance or adherence fluctuations, an effect on month-to-month persistence was also found. 
In addition to its role in initiating outpatient abstinent days, VIVITROL shows a durable benefit 
for maintaining abstinence over time when used in combination with psychosocial management. 

The combination of its effect of increasing abstinent days as well as its reduction in re-
dependence on opioids indicates that VIVITROL provided a protective effect against both slips, 
ie, brief sampling of opioids, and relapse, ie, repeat self-administration of opioids that leads to 
physical dependence. This anti-relapse effect has implications for maintaining recovery, because 
it is easier for patients who only slip to retain their continuity in treatment, whereas relapse and 
reinstatement of physiological dependence may necessitate an interruption in the continuity of 
care in order to undergo repeat detoxification, or, conversion to agonist maintenance treatment 
[Center for Substance Abuse Treatment (CSAT) 2005]. By providing a combination of extended 
anti-craving effects, blockade of reinforcement in the effect of slips, protection against relapse 
and preventing reinstatement of physical dependence, VIVITROL is intended to facilitate 
abstinence. 

9.1.1. Impact of Increased Rate of Abstinence 

VIVITROL would be an important new option for treating opioid dependence disorder. It helps 
initiate and maintain abstinence, or opioid-free days, via antagonism at the 11-opioid receptor. 
The pharmacologic blockade occurs in the absence of agonism and thus is a categorical, rather 
than relative mechanism, ie, it offers none of the effects of the fundamental neurotransmitter 
disease process, as opposed to approved agonist agents, which provide relatively less of the 
agonist neurotransmitter effects than the illicit opioids. The treatment benefits of methadone 
occur via a combination of a pharmacodynamic mechanism of action that is similar to short-
acting opioids but pharmacologically slower in onset and longer in duration of action [Center for 
Substance Abuse Treatment (CSA T) 2005]. The treatment effect of VIVITROL, in contrast, is 
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pharmacodynamically opposite from opioids, with a rapid onset and greatly extended duration of 
action. 

VIVITROL' s extended duration of action and pharmacologic blockade confer a categorical 
abstinence, which has an impact on both proximal and distal disease phenomena. Proximal 
disease phenomena include drug use, reinforcement and reinstatement of physiologic 
dependence. Distal disease phenomena include sequelae such as psychological function, family 
and social interactions and quality of life. In combination, these opioid dependence disorder 
consequences lead to high risk for a variety of morbidities, including social dysfunction, 
vocational dysfunction, health and safety neglect, trauma, infection, contagiousness, criminality, 
overdose and death. These processes and their consequent risks threaten the individual, families, 
communities, public health and public safety on a national scale [Center for Substance Abuse 
Treatment (CSAT) 2005]. 

The impact ofVIVITROL' s effect on abstinence extends benefits for many of these other 
consequences. Blockade of the euphoric effects of opioids in the event the patient slips helps to 
protect the patient from both the reinforcement of the high and the negative reinforcement of the 
acute withdrawal as opioid drug levels decline. The extended-release formulation confers a 
persistence with the medication itself, plus, it improves retention in overall treatment. This dual 
persistence/retention benefit is demonstrated in HIV and Hepatitis C patients. This is a category 
of patients whose health and survival depend on retention in treatment and adherence to 
challenging medication regimens [National Institutes of Health (NIH) 2002;Sandelowski, 2009]. 
With these regimens, drug addiction relapse can be profoundly disruptive and life-threatening. 
These patients are at known severe risk for viral disease transmission, and VIVITROL 
demonstrated reductions in such high risk behaviors. 

Opioid addicts have high rates of mental health dysfunction [Mason, 1998;Substance Abuse and 
Mental Health Services Administration (SAMHSA) 2002]. VIVITROL in combination with 
psychosocial management confers subjectively and functionally important benefits on all four 
components of the Mental Health composite ofthe SF-36: functional mental health, emotional 
role performance, social functioning and vitality . This functional impact was similarly evident in 
the self-assessment of overall health state. The sum of these proximal and distal clinical and 
psychosocial benefits may also impact patient care through enhanced acceptability of the 
treatment and improved compliance. Finally, these functional and quality of life patient self-
report benefits were also validated by investigators' objective observations of global clinical 
improvement, which was observed in the vast majority of patients. 

9.1.2. Specific Clinical Benefits 

The VIVITROL formulation offers several specific features that distinguish it from the currently 
available opioid dependence disorder pharmacotherapies. 

• The IM delivery route ensures that the patient has received the medication. This 
provides direct assurance of treatment adherence for the patient, the patient's family 
members, and the health care providers. 

• The extended-release formulation assures month-long continuity of effect, 
overcoming the high risk of non-adherence that has been common with the daily oral 
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regimen. The formulation also dispenses with any need for daily supervised 
administration. 

• The absence of physical dependence on VIVITROL means that the agent has no 
potential for producing withdrawal symptoms upon discontinuation. 

• The antagonist mechanism of action means that patients who have not had sufficient 
duration or severity of opioid dependence to meet criteria for agonist maintenance 
therapy will be able to choose a effective maintenance pharmacotherapy. 

• The mechanism of action makes it suitable for patients who feel stigmatized, have 
medical contraindications, or who are philosophically opposed to agonist therapy 
Also, VIVITROL is uniquely suitable for patients whose employment or professional 
license prohibits agonist treatment eg, health care professionals, transportation 
workers, public safety officials, and military personnel. 

• The agent does not pose a diversion risk. 

9.2. Potential Risks 
On the market since 2006 as a treatment for alcohol dependence, VIVITROL has a well-defined 
risk profile resulting from its use by over 45,000 patients. To prevent AEs from occurring, and 
minimizing the negative consequences when they do occur, Alkermes provides several 
educational resources and materials to VIVITROL providers and patients intended to prevent or 
minimize the consequences. 

The available data from clinical studies document that VIVITROL is generally well tolerated by 
patients with opioid dependence. The most common AEs included nasopharyngitis, influenza, 
upper respiratory tract infection, sinusitis, insomnia, depression, headache, dizziness, nausea, 
upper abdominal pain, diarrhea, fatigue, and back pain. The current VIVITROL prescribing 
information lists all these AEs. 

Some patients on VIVITROL have had reactions at the injection site. Based on signals observed 
in postmarketing surveillance, proposed label changes regarding injection-site reactions were 
submitted to the FDA. This topic was subsequently the subject of an FDA alert in August of 
2008. These injection site reactions have been determined to possibly be related to injection into 
adipose tissue instead of muscle (see Section 7.3.2). 

In March 2010, FDA approved a Risk Evaluation and Mitigation Strategy (REMS) developed to 
inform patients about the risks ofVIVITROL, including the risk of injection site reactions. As 
part of the REMS, a Medication Guide is distributed with all packages ofVIVITROL. The 
Medication Guide describes signs and symptoms of injection site reaction, and directs patients to 
call their doctor immediately if any of these occur. Alkermes offers injection technique 
education at medical conferences. To further reinforce use of proper injection techniques, a 
VIVITROL administration DVD is also in development and will be distributed from field sales 
directly to the health-care provider and staff. 

There is no evidence to expect the frequency of this AE would differ between alcohol-dependent 
and opioid-dependent patients. Therefore, these efforts to prevent injection site reaction, 
including implementation of the REMS, will be consistent between indications. 
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Since a primary risk factor for ISRs appears to be the inadvertent administration of VIVITROL 
into the adipose layer a goal of the risk mitigation program has been to increase the likelihood of 
injection into muscle tissue. Alkermes is working with the FDA to supply a longer, 2" IM 
needle, to supplement the existing 1.5" IM needle in the VIVITROL kit. The longer needle is 
intended to facilitate injection into the gluteal muscle in patients with greater BMI, ie, a thicker 
layer of subcutaneous fat. 

Hepatic safety issues did not emerge in the opioid population with high rates of Hepatitis C and 
HIV. All patients with AEs related to abnormal LFTs had histories of Hepatitis Cat enrollment. 
Throughout the study actual AL T and AST concentrations were similar in the VIVITROL and 
placebo groups, even in this high risk population. None of the AL T or AST elevations were 
associated with elevations of bilirubin. 

Opioid overdose may occur with efforts to over-ride the blockade while on VIVITROL as well 
as an increased sensitivity to opioids after VIVITROL treatment due to loss of tolerance. 
Because VIVITROL will be used in patients with a history of opioid abuse, there is a risk that 
patients will attempt to over-ride the blockade actions of VIVITROL by using greater amounts of 
opioids. Further, after discontinuation of VIVITROL these patients may have an increased 
sensitivity to opioids due to loss of tolerance. 

To prevent the occurrence overdose, Alkermes educates prescribers about the risk of opioid 
overdose and how to avoid it. Educational materials describe how opioid overdose can occur 
and the potential consequences, and direct prescribers to address this risk with their patients. 
Additionally, patients are provided with materials that describe the risk and effects of opioid 
overdose, including the likelihood of increased sensitivity, and how to avoid it. Patient materials 
include the Medication Guide, a brochure and a wallet card indicating the patient is taking 
VIVITROL. 

Risks of known and potential drug interactions are limited to the interaction between opioids and 
naltrexone. Specifically, the risks are: a) precipitation of opioid withdrawal upon initiation of 
VIVITROL treatment in an opioid-dependent patient, and b) blockade of opioid analgesics in 
patients maintained on VIVITROL. These risks are detailed in the current product label. 

IfVIVITROL is dosed while the patient has opioids in their system, withdrawal will occur. To 
mitigate this risk, current prescribing information details the potential for and consequences of 
precipitation of opioid withdrawal and also provides specific information on the conduct and 
interpretation of a naloxone challenge test. This information is also included in educational 
programs. This activity will continue with the opioid dependence indication. 

Inadequate pain treatment may occur in cases of planned medical procedures (if the patient fails 
to inform the health care provider about their use ofVIVITROL) and unplanned procedures (for 
example, if a patient is in an accident). As with the alcohol dependence indication, Alkermes 
will continue educate physicians to warn patients about the risk of inadequate pain treatment, 
how to avoid this scenario, and how to facilitate access to resources about alternatives to opioid 
treatments for pain management. Printed materials reiterate this information. The Alkermes 
patient welcome kit also includes information about this risk, and the previously mentioned 
patient wallet card indicates the patient is taking VIVITROL and that care must be taken to 
manage pain. 
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Treatment with VIVITROL is largely administered by physicians with a specific focus and 
expertise in the treatment of chemical dependence and ability provide or coordinate concurrent 
psychosocial therapy. Currently VIVITROL is being prescribed by approximately 1100 
physicians in the US in 400 facilities. Approximately 50% ofVIVITROL prescriptions are 
written by 130 physicians [ Alkermes data on file]. Treatment facilities typically require 
personnel to manage access logistics, reimbursement, refrigeration, and gluteal IM injection on a 
longitudinal basis. If approved for the treatment of opioid dependence, it is anticipated that 
treatment in US would continue to be provided by physicians and treatment facilities that offer 
this range of services. It is expected that the number of physicians who will prescribe 
VIVITROL for the treatment of opioid dependence be limited to those types as described above 
and therefore permit Alkermes to continue to provide education in an effective and ongoing 
manner. 

9.3. Summary of Benefits and Risks 
Overall, the benefit versus risk relationship for the treatment of opioid dependence disorder with 
VIVITROL is favorable, with broad and substantial impact on a devastating disorder. It has 
proven efficacy, as demonstrated by a statistically significant and clinically meaningful increase 
in the frequency of abstinent weeks in opioid-dependent patients. VIVITROL was generally 
well tolerated. Its formulation is unique, yielding benefits that are sustained and suitable for 
important components of the opioid dependent population, features that are not available with 
currently approved agents for opioid dependence. 

The benefits of VIVITROL administration in an opioid dependent population outweigh the risks 
of administration ofVIVITROL. The current package insert for VIVITROL will be modified to 
add the specific details required to adequately addresses the management of risks to promote the 
safe use of the product in the treatment of opioid dependence disorder. 
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10. APPENDICES 
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10.1. Approved Package Insert (for alcohol dependence) 
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\l\lTilOL~<resCOO:IIllof~J~<rik.olf-11hll~bl llghtbnplllli'rtlut!!:n'llW.kln16&1!)'11rfn&thri 

}.'llmlo.:lltrnnne[>:'nbLNJJ~klrm)lO~ini)J;p.,IJ'IJctiCMo-r,lytnlidelPl.(jJ :~.Ia 

cml'ffitr:lllooGI"337mgdrultrelOO~['<f~lrirulrrosr~uns. 

Thrclhtfflllt:lcl.'..tr,co~ jOIUtlon. lknm~l!klnrl l~o:!ik~ru lndtiel c:ntol1111<1hJhllu1~'10dium 
ult. !'l~ni>J.le20, !<>dlumch~.:ni•Wi>flnjt'dim. Them~mu<lbe5Uif"OCedln!hrrli!mn1 

prb !o lnl«!kn. 

UIC'tlCALPIIAR\IA.COWGY: 
Ph:lnn~md)n:uniu 

l! echlllim~o£Action 

IU!ro:u~ is :111 ~,o.;J ll\llt:<ll~ 11ilh lti;:l.., .llfu1il.r f<l' ~~ mu <4W~II\ll'IU KUIII:.\<n: !us f~ U :u1y, 
kltrinlk :lllkn> i'e<fulb qJiold blodln~ p!q'<'rtle\. ltn.~.l t ~"""'~ rroCu"' ~mt l"'rll4ryOlll<biciJ>n. b)· 
:munknC11<nlllt'CiunimL 
Tht:lrlmlni!lr:ll"'ri\l\TTROLkoot:mc.:Wtdv.ith!MU.tq.menlrltnlT.lll('f,..O.,..-fl<llrn.l~d)<"rt; 

(lhjYI::!.lly~~mton oplold!. \l\1TROL •tii(Kl'dpltlll.' •i!hO:I•':Il!}mj1011Utology 

Oo:nt[tl1Q1 olopioid rmptnr<b)·n:oltro:tJ:lelliJ)'bkdlhttfu:b rlm&l~l\lJjlk>id l"l"IW.. The 
neurob~&((::l]mt'di:!nl!rrn~llldo•l<>rthtru!uctillllin;~,loohol ronllun!ik)IJm<.:n\'din~lcdlol· 

l~[IJ!l.-nl!tr.:~.ltd•ithn:!l lll:'!IOOI':lll'notffilin'~·lll'l!!mtmd.lm~nlmtJI,ffi'o.'lltrithtm:!ogtmrn 

Ojlioid!)<lmiltSli~bj"Jn"Ciink::tldlll. 

~llln'lllf'Eblocbthtr&rullfojl!ak!sb)·cool('o'illlrrblmin&:ll~llidnftft011. ThilrruJ:,o;lh~blo:rl:!C.a> 

pro!tnd pridllbl~· rurmoonl:lbk. but 01tmlllling full ru.lttmxle bloct:!t.r by :ldm!nlnr:!ttoo of oploio:!s 111:1)' 
result in noo.q~iold rmjiDr·m.·,JI.III'd !}mpllm> ~.m :l'i hiltlminr rTit:i.~ 

Vl\lTROLisnd.a~"~l<r.ljl)':lnJd:e:!tiO(CliJ.l.'~JSilrir:tn~l.iU re!1lb t ~ll~:!.!:lt.-s.l1tdf1lll~ 

l~ llfflillnolln~;t:lllon. 

Abmrptlon 
\l\TT110Lk:mt:litfrbd·!Ti.':l~.m imllj'ilu"t lonnii!Jii oorl rult!Tm1erleiir,ro;:dtnbe:u!mini11tnd~· 

lnli"JIJilllCUbt(l~l) &hut:r.i!n!<rtJM<'Itry4n.-kJili'CI'ICI:1rnmiiL 1/h'r!Minjt<tbl,lheru.lln•lm'O' p!wna 
{[J(1<X!Itr:Uiou tin~:rr!lli~isdurAL..criA'illt:~:ltr.I!Wll klitul ~.,.hid t ~1111.\A..O<inltel.i J houJS:I.I\Y 
lnjoctJ>n. fol~.,;~\'d bya 5tcoodp!';li.:~Mdwntlm:V<~· !-ld.l)t l:vtr. ~nnin&~f!lllliiill:ltt~· l~ ~~ 

:U'II.'r Wlln&,mrarur:tfum !bll~· ~f£tinr, v.ith llk:llllr:lh!.:o 1.\-.ls fer tre:J~er tlun I month 
~l:ulmum pl.lll'lucaumlr:tllon (C:,..) m.l :1.1\';lunC{rlherurw (AL'f:) fornlllre:tml' :md6S.n.tll/nl!l (lilt 
m:otor~Jtt)foltn.~ \l\llliOL:w!mll\lllr.IIIM:u.. O:l!tjnlpCltb'lllf.o:mjllil:dtod3l~· rnJ<!allogv.ith 

ruJ\rfi001'50mgmvr2JIIil}S.IIll:11 0litr=ntt:qU~~rTI131D~Ioldtu~rfClllo.l.lng:ldminlltr:11.mda!ingk 

<iffi!riVI\lTIIOl3SOn~ ~.ld;;Rllrisrcd~:!ld~etllrld~WingUJ~:tlfolkmngd~fir.llnf.,:!i<n 
Th<ffl>mln!m:l.l:tro.tmnlllloo (<l ';%)rilllltmooeor61!-n:oltrr1oluponll'f"'::l:'ldminblntlMo/\TITI110L 

ln•itmdlu~morutnll.'tlut n:lltre~~pll!nu[mtlnbinrlin~kloo:l!l%). 

M~l:l.boliun 

1\.iltr=ne l'lu t~mlre~·m<Ubolm-.:1 In h=~ l'm6.t.:tlondlhr[lii!UIJ' mt-l.:IOOIIli'. ~ru.llrnnl. ll 

m(dil!l'd brCihtdrndiol Uh)t!mgo~~:~.'<'.a(}lmllio: Urn!~· nftrrz)m~ The()trrltrnnlr' N'illl}•km bnr.t 
lnm~t'dlnn:!ltrextn'm<llh>INn. llmoth<r m!Nirmrtlbolllt'l~!-h)drurr+~·.f!li.ru.Jt=ll:tnd 

!·h)cliUlJ-}mnlun:y-rullMDik'. t\J.!Iroln':tnd lu~lllei~ :!I!Ocooju~l!i.dtn form 

&hiCUnllli6>[fllducU-
Siguili::mlly~6&-rulttuol iswnm·..Jfo~tng l J,i:~tlmini>lmla l ri \1\TTROLrnn~lo:o.inini.llt:!liat 
oforalru!tr..._\lliO:oil:lllllt'duaiMinlir.;t-]U'<Sh.1l\lkn~ubohsm 

Diminatlon 
Dlm!o:lllonriru.l~f:lfldlumH:tboUII::!cmmfirintlril)"•ilurllll',,..l!hmlnlnult'.Ul'ttlonof 

oodllnJl'dru.ltre.mte. 
Thetl!n\in3lkm!uli1Jfolru.ltrtmrtefolhl.-lng\l\Tlll0L:Wnln~lt.llmll5tolUd.t)t:r.ndlirltft"lll!dtton 

tht.:lllllonrithepo~me[ Thtellrniru.lll>lliLtlf!iferl61!-n.tllll'lolfolbo'inJ:Il\TTROL:ulmlniltr:llll>llil 
}lo\U~l) 'l. 

Sptci.o.IPnpulatioM 
l!rpatlc l mp:~.lnnent: Tht(:h:um:IOlk!nitllli ri\1\TmOLmMI :!lkrul!n5tibjtrnv.ilhmikl tnlllllllll:ltf 
l l:'(~llic b1~nl-"'tl {(jiUI[~ .\auJ B d~~dtill·l'n9t<b.ili-:tlklt). l.l.Ra.Jju.>lllklll isuctlt\f\IU\-J ~~ 
S~ibj<dl11ilh mlki<W"IllllUI:llehejnl lc lm[Uiru'O'nl. \l\TT'RfJLplumumkin<lllli•~ oot n'Jlu:l!t'din uthj!rtl 
111th'lrl~tthqutlc:lrnp.ilrmtnl(Jee PILEC\UTJOSS) . 

Renal Impairment: .\pcp.1bOO.t pb.'l.,ll\.llti!:ak ll~ inJetl<'Jatil.lmulln.!'llfdOOJ,y (lll'1fu lit~ 
<br:ut.r~d~JUII/IIIill)h:tdli1J.I.:<X IIu ini!Udl<l'<III \11'\00L!Jil1!111:1.t1Jkiridb:ul<i~l11110du..W 

:ulj1151mtntb~·(uePREC.\liTIOSS) . \l\lTROLJfurru~UC'ih:r.I~OOI:bi.-n r-'J illllrdlnrubjKtt 

'lith nt00a-:.~:111d~rnorffill inlllfiici-tlc:< (S« PR ECAUTIOSS). 

Gmdrr: ln.ts!U~ inllt1.!~tY511b~lll"'l8bmJ..i:l!IJ lllimii:!.).!)'Oid>rdiJilllllmlik'f!oL ~~~ 
plurm:IOlklnrtllliri\l\TIROL 

Age: Thtph>rm:w:t~n<lbd\l\TTROLb:n>tnrit-lt"'J!Ulltdillthewrutrir:Jlollllllllon. 

Rlu:Thttlfoctofr:ln'Miheplwm:unUr.-UC'idll\TmOLillloolh«nntw!!OO. 

Pediatrics: Theplurm=klllflbd\l\TlllOLh"'"nub«nr~'ll\l:llt'dlna(l<dll!rirpqllllitloo. 

Drllg·Drur: lntrn.tlian.l 
fJJnbi&uglnltr.ll1llXl~ll!;v.ithll\IDOLillr~nubmtpt'lilmW. 

!>Jill'fl00e:llll.:lgonlzl5theftl'<rurioplald-ron11ininglllo'llklnt$.uft:llmugh:tndrnldiT!liHlii:'l 
:11\l.ilillrh<:t l prq'<!!:lli.:WU:IIldapiDid:nul~(m PilEC.\trrlOSS) . 

Till'diio.:y al \'1\lTROL in tl~e lr.:;\111~~ d :tl.:dJol .q.-,_,m-~ •:ISff.lliLl:al it :1 ~4-..00.. phato-.nllrolhl 
ruullkm!er.OOublt-b llnrl.r:r.nrDrnllfd trill nf:~.knl'ot!Ctro.'li.ertt (D5.\I·I\'nib'ril) DUI(I:IIld'ltt. Sub)o:t~ 
lffetn':llilhlth:mlnjedi<lH~I"f!)'~'l.\..hol\l\TIROLI'}Umg.\l\TTRrJL.iltlmgorpLnln Or:r.lru.IIA:lDII< 
•';l;lnr.t:ldmiroi'>h'l\'d{ri'lrllllhelnltlll ooub~t kl)<-cllom rimll!ymlrllr:rJioo. l'!)dmr,or::i:!l'illf?TIII":Il 

prt~~"k'.dllll:r.ll!llbjtmln3!lllllontorntdic:llioo. 

Suhju:L!lre:>ltrlv.itlt ll\TT110Ll'IIJm'dmtml~3gr:tltl'redunllXllru!l)~rXh!:tl}'drinklngth.:ul~ 

U't:lli.llli~l ~l~<Wo.l.IY.llydrittking"".l!&:fitk'll:~>o!lf-lt'JOOdl OC' u K«ot>l!oLtJ&inksmwuki.lu:ta 
gi1-tn6r llli' Dillr fl:lti'nH:r.ndiormm'dmbfa ftm:lle JWiffilt. Amln& lhtRJblilt ol[tllio:nto; (n=ll.!t\0 
rithekUl!ll~!JO!.'Illlian)•holla\Jtl6.!.nutJklelytrn.ndrinking<htringtht•l'Ajricc: to ~Mt,»;ed 
mflilr:ltim.rnrnp:lll'd•ithplm:OO-tmrtd[llllmls.~lmled•ithllllTII.OL~'illmgludye:tltfruluctloru 

In the llllmbttd rlrlnldngt!l)~ :r.nd thrl1111'11h-rolhl:li}'Ccinkln~~"- In IIlli !llki,[UIItnls lre31id•lth 
\1\IrnOL•m:!IIOmrftUIJ!~·thanpbnbo- l re:t.IDI[QtiroUtliJlllb\l:llnmmp!ftt:lb!lhl<IIO"lhrnu~t 
~Thts:mv:IIT:llnlMIIdkisv.fflootfl1~:unc.~&thtlllbJ;tdrutiffill(n .. 571.~!:~> rllhetobl 

IIIK!j·]"ql(ll1lbl)llhD•m:lllilf~·drinkln&:l.llh~llnYritre:r.tmtnl lnllllllon. 

ISDIC.\TJOSSA.\llUS.IG E: 
ll\lTliOLI'IIndk:tlffiforth>tre:r.tmtnlrl:!lroOOI~tnll'lnplll<na•fto~:Wkto:thrt.:tinfnm;~,ln!¥1! 

ln:lllr:•.H!l11lmlll;l!ingprbtolnitll1ll>llrltn.':llmfflllithll\TTROL 
P..:ulm~Yw~ 001: h_. actln·~· Ctinking :1l tht lln~trllnllW \l\TIROL.36ttlnil!r:ulon. 

Tnatmmtv.ithll\lTIIOt<l¥luld!'l'putciJrnrnrnhrn'l"'nuru.~rnml(WOy:tmtlullndtM 
J>i!clto!a:W'illf'!'lli'L 

COXTliAIC'tliiCAnOSS: 
ll\IDOll> coolr:tlndlc:Utd ln: 
• l':!li.,lt:ili.'<l.i'ing qt!oiJ:uula:.i<ll(!eePREC\UTIOSS). 
• l':ili.!nts•idtalrMitJ~I~kl~opi~id<l<f>"'l<!:u~ (!« WAil\'ISGS). 
•P.ili'ntsill:t.:ll~c~i.Ut l>i!IU-n:\](lte'll'AR.\lSG S) , 

• .\uy ilt•ti•lJtul ~ha li.ti LliJ..\1 ~~ u :tlm:a~ dulla1~ ~ <r l~IS:qUiiU~ uru~ :.<:ru:-~ 1 lor OjCoi1k 
• i':llimts•h~ l u"'!prelioo.lll;iahibitalh)l~!Sitivilytonll~'lali'. PI.G.o::uto\Jlll<lh)~lhtkgcr:~~ty 

oti'O'rcnnJOOdlLirlti'O'dlllltnL 

l!t patotnlidry 
NJ.Iln'llllleluither:I[IJCir)' loi'JII~ htpllr._l"I!W.ttlnjur}·~bo-nY,mlnact:rul-r~ 

N"lltn!:Dlll<kconlr:tindlclh'liln:l.t\lkhrp.llililorlhtrbillln",:llldl~u.~ln[tllldtll•ilh:l£th•liwrdl<d!l­

mtnl beCU't'ful~· Olll!k'.ffldlnllghlril~htjntltDl.io:df.-rn. 

Thtllllf&lnrlll<f<lr:llion!$t<~~tht:lf1!l1tffitlyulet!ol&'rirultrnmt:tndthtO:l!tr:lliil~tj; htf!lllclnlurJ 

"!fi>".JlS!nl>:!nJi)'fil~~lJ«k:!! \lVITROI.dresn<:t~to~~~~ .ulhe ll'.lliii!!"'-!<Wd::s.!s. 

I':JJirnl!!hruldb..-nmHlol!herilkdhr{uliclnjury:tlld:u!I·JWto!t>'kiM!lc:r.l:vtmiiMlfthej·aro.Ti<ra 
!)mpllllUrX:u>tt.<:ll'p:ltitl'- IL'<'ri ll\TrnflL-'t!M.IIdh_.diiO>Illlmi<d lnther~'tnld~mpUnl~otilyt>ol 
:u>!lfbr[u.litlt. 

lnjo:dinnSit~Reactian.l 

rmrnotln)i'ctlomm:rrbelollmclb}'JWII.k"11C.~!rwiur.ltlon.rotllinr,.tt}t00n:l.bntllin&-ot£allitm: 

hcro~i'l'.in ntl~~lnj<rtlon~t<'l'l':IC!loruml)'btl""')' ~ert.lnti'O'dinictltrilk,OIIo'p.!!lffltU."l'lof<d:tll 

:r.mrllnCnr.tlklnilt.tlflll'lllnuodlo~:r.l!<r~•l'tb.•itltru!N-qll<nti!tl"l'lq>ml'ntrlll<Uilllrllmli"tlut 

re;:p.liru!Slq!CJ.Ia.:hloo. lnlhe~:vblln&[O.'riod.:u!dltloruiC:l<aolln ~"'almllll:n':lltilXl•i lhbhlref 

inrlurllnglrD.Ir:lllon.odlulltll.btnutonu.:thsn.'lt..tttrilt:ahn«,:tndllffllliii.lll'"Ni:nlt'(l«!id.Soltk'~ 

m~t~!il~<:t.lilt~nlioo,iruiuJ:ng~t.iOOwntrillMtltkli'isuoe.~~re;ulltolinloi~tifi,:u~ 
!Cilring. Thtllf'lll""dt:l'i':!rmtmd[lim:lli~·lnftmlle[Uiltnt1. 

\1\lTliOLiuCmlniumd :rs:~.!,luteallnlr:lmu<cU4r ln,_rum.:r.ndin:u!l"l'ftml'lubrul:llll'<:lll in)<'Ctlonri 
ll\lTliOLill:l}"iJl(n":(ltlhfliWiladlt'll.'lf!Tin)<oknilt.:ll':l<1!m'I.Thrn..'\'dlrjllll'lil!tdinth«:litonil1 
('llllomludn..\"rllt.ll\TTR!ILnulllnotreJn)<'dldus.in&:tnl'"'h.'rnr>'dlt.Then..'tlikJtnphrru.J' Mlbe 
:tkqJ:utln.:<tl)'[tlllffitbtr:!.lll<'rib;iyh:lblm'-llal) ' iubllllltloo ldbe~[liorlot:rlilnlo'ctJoob 

todtf'ltk"'llll~:l"'~th:1lt>:'-'lf.l.olffi~thlt:tdtq.t:1leforlnli"JIJIII'nd.1f:tdminlstl:llion . Ji<:lll/!<:lrepfll\id<'t\ 

!Muklw.~~~retlu.tlhell\TTROLinlidkxlilr,hmnm"d!y,:r.ndWxtldtmli&:nl~trt:rlrnmlforlh~& 
(\lllffiuv.biJ!i'lnlyluhltnsrn"rltm1r,lu!t:1lln~r.~miRlllltlnl«tion•ith t~Jllll'l·k!tdrndlt.. 

P.lliml:lslnrldbelnbrmulthll:mrronnmlnglnjtcllonllt<'re:tetlomsOO\ddbebrnugltltntht:r.lliofunol 
tht he:!ilhCII'I'pnllk!tr (!te L'TOR.Il·mOS JOR P.lnL\"TS) . P:UJ.n~tlhlbiUnglilgruri:thl!Bl.nllullUs. 
nmn~il.llll'll<lll~<''lll"l'llingsh<J.tldbtn':lhultdb)·a(lhJ~id:tn tn&:l<rmilltifll'lm'Jl tnJilli);I'Q'lll 
•=lui 

Eo!inopllillc pn ro monll 
ln ril~bl trill! •ith \l\lTilOL lhcrt '1.:1.1 ant dilpllid c:t.~ ;~,nd Olio' !iit<p<rtal c:t.~ rX lffiin,.,ltillc pro:tun<fli.l. 
Bo!hr:::l.'dll'tfliredhOlljliLtl11:1l>:Hl.:llldn':!<llll'll:tflfrln':llmenl9oith:r.nUblollcs:r.ndCOlllmlltroii!5.Shoold:r. 
('onortnnh1ng \1\TTROLa.tl~JTO&I\"'i''h't d)!fll.:t:md h)f'IUmil.~dllgnoo.lloli'Diin'f'hllicjll<'ll roolli~ 
!houlJbecnruk!md(steAOI'EI!SEREAcnO.'iS) .I':JJknts!hrulJII_.•·mudrllhrrilkrl\Il'Jnorfiillr 
pMIDlOOil.:tlld:ad!lit'dtoMml'dli:JJ:1ltnllllll'l~th()' <!tl~~m!it:rrud jlltllll'OOil. fJlnl:llru 
shoulJcm~rtheronlhililyolmin~llc fO!umonlllnp:lllo'n~•M&ln~~dto:tnlihlntlcs. 

Unint~nded Prrclpltllli~n ofOpiaid 'll1tlu!n.ll':l! 
To pre1-mt aaurnna: of U1 acute :abrtinmu: tp tdrollll: (ll"lthd r:lll':l!} in patlen!I dependent on 
opioldt, or cacerb:11ion of a pre-uil1 ln~Jubclinical abninma: lJlldrame, p3tiertll m\UI be 
opioid·frrt: for 11. minimum o£7-10 dl)"l bJare rt:u;ting ITI1ffiOL ll't:ltmenl Sinu: the :d11ena: 
of:utopioiddru&inthurin oi.oftcnnat~urJl dtntp roufthatap3lirntisoploid-f..,<,a 

naln1one challtn~e tert should be nnplot·ed iflhe prescribing ph)sician f« b there b a rUk of 
pn><:ipi~tin~allithdn.~':l! r r:u tion follo11ing 1dminUtn.tlan af\1\lTROL 

OploidOnrdostfoHOllin~ anAltemptto<h-etcomeOplate Biockade 

ll\lTliOL~MtlndJ(::I[Hjklftht~riopioidbb."b'.c!l'thtln:::llm<nlriopb.le~Aithw&J1 

ll\TT110L~:r.~:lnl:!&OOill'l.i!h1[Wion&<rlplunn:liil~bltlfo.1.thfbiod::!6"prultnd b)'\lllTil0ll! 

Runtoonublt. Thii(IO'C! :l poo"niWrilklolr-.ihi6ull•ho :llt<m[t.onthtlrov.TI.IoO«<ro''ltthtb1"'rl.X(b)" 
:u!minilllritl~ Lv»: :r.moon11 rX di'!Sfflllll oploi:!1. tndo.'ll. :Ill}' .111tm~ lr:· 1 p.il.i..'!\110 m·<flXIUt tht :mllgW!m 
brbklng~io:!sb l"tl)"dlnwmut :IIld ml)' billl /llll mmMe. lnjllrym•r:r.rt ... ~lhe pillntl 
COlrL!t!r.lUcnduc;s;mwq»o:d>:1l~inl l ~lyfdlaoingt00r:lOI~:~lmir1Bmio.l llll)'be9dii.i!nl 

!OOit~tt>mCthrmiiiJYllthtru:q>torbloct:u!t. A!:l(OO~.~pllldltm1)'bo:lnirnmllllllt"-m~d 

rulfirl!l,liMJi:lng-rin~ll(I01idlniDlbtlm(e&.~ir:lltf)· ilm"tc~· colllp:t). ~ 
tnkl rl j!y..,r!nm!lt!l"']ffll"d to lor fn!lWI!!l!' jh.>fl1'1lnj! Mrrb~r (!« L\'FOlllLmOS fOR 
PAnr.\TS), 

lhiffii:!I!Olht[Olllbl lilylh:v.aJU!iffit lhoh:tdba-nltt':lltd9oith\l\TTROL•11111!1f00dlokl>.u~Df 

tlj>lnio!§llunp!\'liOI.t<l)' ll'l:dlhii(UIIdll5U!llnpWntbllrlik-tlut:~ttnlo'q.IDidtntmbllon(~lr:IIU)' 
rmtpnml!o!!l':tm'Sl,drut!JIIll]' coillJI",&). PJ!!mKdj!!!jldlymrrlhljjlk'•mll't..mrrr'f!l<!lk·rto 
lrrurJ'rrf<dm\o#<•fJtrffitmOj JJl';Jirrtnt !sdjw!lnuffi (I«L\'JOR\L\nOS fOil P.ITII:,TS)_ 

Wh en Rc•tru.J af \111ffiOL Bludude it Required for Pain 3\.l.nagemo:nt 
l~:tn fmt'l'gl:ncrl!ltllllooln tuUcn~ro:thlng ll\TlllOL !It~loolforp:rirl nuru.wrncnt !nduOe 
ll'&(aulmllgsi:lllriEI'rinon-opiold:lll:ol~lfopiDidl!k,I"J{l)'kll':p.llrdl:rsJUIIrf~or 

~n.:tl~i.I. 111dl p.!lie1U1 Htould be Clllllinuou1~· mooitllCI'd,ln :m :tll<'llh.m t:11t !ifllng.lrf Jl(nlllll ntt lllmlnrl 
l~l~crnWrtrlthr.llugic:llort!il.ym<tlcproro:!llll'.l"htapioidlh!r.ll"i mUIIberno·l6'dbrlr.!hl6.uh 

:ljiD(i.!lllylr:l.iltoliutl~~ri1!1o'!iiJk'li.:dru&~:tiJ<l~~IIUILll)'l l l!llltal~r~<'iko:!Jripct.'llloploil!, 

lj'l'l."ifi~lheeil.lh\Nuoollml nl1ill'nLllt~dlp.ll!ntiD:~y:VJJ .llilt;IQJwnUltim. 
]~\"allhe<intgt:Mwt\IDft'\'t'!s.\l\TTRiJlb~.tht[tlllo.1\IWatJdl>:!mMiiDrtd.do5t']J'Irj 

3ff'l"l'rl.llH)'lr:tlni'dpeoonn<!ln:r.5tiUngequil'f<d:llldll:diffiilfnn!ilplln"OO.lf1"1l5\1\CiWion. 
Oep~n~innandSu.kid:r.lity 

!nOllltmlltdcllnbllrilknf\lllTilOl.:wl~mi! i!l'm~rllRJidi!:tlru.lllre(RJici6JIU::Ulon.RJicio!t:tlkmpli. 

Clll'llpktniRJicidts) •=lnf~l<flt mw:r.JJ, bul9o<n'RIIft0li\IIUOO in [Qtlo'll~ lre:lltrl•ilh\1\lntOL tJun In 
!IJllinl!lret..IOO•i!hpl.mbo(J :t; •'I.O).In!llllltt::l<c!.lh!!l!kid.tlthw&(llll>fh_.lulb'o:.:curttd~t.?rltu<!j' 

dis."llllllmUllon.butv.~"'intik'Ctllk':llrl:mepimrXrlt!'M'inn•hichbtpn•h i ltlheplllml~:liM\ItllJ· 

rlrug. 1\orortl{li<lo'druki&::!ocrumrl,bothlnlgl\l ngjl1llo'nl.lln':l!td ~ilh\l\TTROL 

U1(Wl51ion·reht<dn~nl!ll!o.:"i:tltd•"lthpn:m:1ntNdi<allt imullonrillllrfy~nlg•<'re:r.b<tiBII'tiDilllmllin 

p~[fdll'd~i!hll\Trl!iiL(-l~)llunlnplnl»-lrelltdplllml;(O), 

In tht2~~ttk.plntrxmlmllid phWI !rbl.~<Nt'l<ntslllmh1n~i!<~moodlllrerqr'lrlt-'l!~· IOSrl 
p.lllenH tre:r.l<d •1th \li'ITROL }.~J mg. .11 !."TIII\jW\'d lo 'it,; ri p1tltn~ tre.uu! •i!h p!mbo Jn)<db\'1. 
Aknl'otldqm!tnt[l:llknts..in<:ludingiM<.rtaklrtgll\TTROLWatldbo:monlllln'di>rlhr~>t~d 

~lll'lUick!ll thlnkln&-flmUitsllllc:ttl'&l<"rnrirotltnl!relng~re~ltd•ith\l\TIROLihouldbi' 

'!."tUdlnthtn.."\'dblmonllllrJl:llio'nt!klrtht~"'ol'1 mi11>fnldrlt~k>a orsulcililll}::r.ndiDrq-tJrt 
>UchS)m(tllmllolh!pl!lmflh(':!]the~rep~tAi<!« 

Renallmp>.innent 
\1\lTROI . [h\nttYJI~iruli.,;h.\~n<l I>.Yrt~';llilllffl in.~l!V<t>llith n~\.~:llt~S/'1\'D"rmtl iiN tf~i.>n."::­

ll<c:imeru.llrelme:llldl~priow)·lli<Ubollte:~ret.Imltdr-im:triiJ· lnthrurllll',c:IIUiooknmmntffi~ln 

:tCminllltringll\TTIIOllo[Qtlml>9oilhma!tnJtolll!(ltfi'IUI:lii111J!llrmffll 

Alcabol'l\1lhdn.ll':l! 
t~ol\t\IDOLIDelllDieliminlh'mrdlmlnlsh31cohol •1thdm:lll)mp100t'l. 

lntn.nuucu lar lnjtclions 
M•11hmrlnlr.lmll'£114rln)t!tlon.\lllTilOLdioukl.~3rlmlnl!!trel~ilhC1111lonlllp:lllm!nl!h 

ihro:nbx}IO('"nil ... :lll)"CIXIJ:U!J!iooo:fit!Olu-(t.g.,h!m'fhili!:r.nd!OII!i!'th~lcfJ.iiU IT), 

lnfonuation forP:Ui~nu 
Ph)''rilmshouiidi<cUI'IIhr~'lil<,.in~llllltnithfllli<nllf,..v.honith!J· [fBCrih_.l l\l TRfll.: 

• P.llil:tttl.lhoo.IIJ~ :t<hl>."<ltoC!Il)'.b.11!ll.'ltLiliutto~i.'nn~'t!i."::] f>"'$"lU'O'] IIl~>:bct~utll~ :Jr~ tiling 
\l\lTliOL (n:!l t rellllei>rt'J.t<llo~.-rl-lfi.':l.'<'i<l)il."Ublt~).Thil•illhrljltotnrurellutlheiUIIo'nt'i 

obuin:Ertjlllkmedic:tlt~""li<l:lllt~·. 
•P:ui.'lunhouLJ~:lllli!.."<ldut:lr<"l-li<ll:ll~~~oi\1\111WLil;<nblnllyc«uc. ~<ll'i~t<h.Ueplin, 

lmCtmet~.lndur:ulon.n~lling.fl)lhrnt'l.brulsing.lll'pruritu'-:'o!ciollllnJtttlm\lttle.ICIIon.llnrhllilng 

t~<o.l\l>i:.uuyOffiJt l':Jt;.,IL!:.Ii<JJUrt.rll>tll~lrU ijnti,. llru:u~lt.r.llllr.::~reJW.il'fqt.U]iftolto"-'.buiu~ 

lh! ln)mbl. l':lllmtl !4loukl be :td1Nd lo!l:'<k ll>'l!ic:ll :l.lttnlkln for•lll'<-nin;li:Jn re:utlmt 
• l'cl.l.i<lllsshouiJI>:!lllliWlhll.!d ui!li;•.nlicndlltl)'.ble:i cl hmlUlcwl!l,l'tlhlrqlioiJ'Ih~an 

llllTil0Lrru.rbltn ~rbl'ln~tl1:wrru..cwilr.!Jh. 

• P:t.l.Oditsshou!Jb:!:l!t.l>."<ldutre.:u~\'I\1TROlc:ll l bkrl:thttftt•tsdqJil:<s:lnJ~-!il:clhl§, 

!IJlltntl~ililllli[O.'m'ift:mrelf~if~·:r.tltrn~tnsdf·ll!mlnJIId"hrrolnor:tll)' «h«oplolddrug lnlllllll 

~•hlklll \1\TTRIIL AliD,[tllk"11tloo\l\IDOlml)·nria[O.'ritrathe '<lltlftfl't'rtl frmtt'l[lkli:l 
Olll1irllng:mll~lc.:1111kllirrlll:ll.or:mtilullil"trnidic:lliool 

• P:ui•:nts shouiJ t.. :t<hiW llw if ~"-'1 jh'\ioo!ly 11'i'<i opi<tiok ll~ lillY t .. u\((~ !.'1.11ith~ 10 kr-<'f oio:6':sal 
oplllio:!l:lftrTilllTROLirr.llmmlltdi'UO"llimli'li. 

• P.llk>llt<~l~t I» :ut.h>ot llul \l\1Tl101. nuy cn<t lhl'f injury in 1'-'l''~ ~no,y,..~ h1~r n;..;,"' frrm 
otlkrClllld P:r. tli'n!SIMnidlmiM!iit<'~'llD!If)"thdr(it).!ci:llllllh._,· et~'tlopS)mprmu:llli!lori!&mof 

l ~udl<et.~. 
• P.tl\:.ntl;OOuiJI\':tohti.'\ltlul\1\'1TR()J.nuyt.ll.&'.:u i .IIL:rgio:(J~'I.!IIDli.l r.W..1tti:ihat!du111~'\lill'ly 

notif)· th!lc~)1id:llltflh.yM-doplign>:r.nd!jm!itmS1ljitrttrrooiJ.irw::!llllngd)']ll'll':l.COUr)\ing. 

or~tmng. 

• P.tli:JI~YloilL.I~:Ilhti.'llllu! ~~~· rruyc~"''l'i:JJ.:~IW~ lolkr•ing~l(' in~ ill mj..\"lbt rl\WITROL ~ 
~rill:lll!l':lttnd~bemikl:tnd!OhliY-v.ithin~l'll·d.t!~poll.·ln~loo. P>litnttmlmlii:.~·ID 

ri[O.'rimrell:tll'lffiinlltb<e.jUi'lltln)Ktlons. 
• I'.ILI..I~..JIOI.iiJ[,.liiiM!~ur. l~\1\lll\Olb:lllilltr.llr '-""'-'llrb i jclku.MIJutt:mlill~lDltalobk's', 

OtL't'll\TTROLb!njrcttd.~ltootpoolbli'IDrffllln"l'll frmJthttod): 

• 1':\L~Il~~houlJI>: lllliWtlui\'1\TIROLiwbodi:lhtrrn kllr<'Jl.tlccha!~l<bt~ cn~· v.~ t ll.l<J.:ujU!t 

riatrl':1lll'lo.'llt pm;;r:r.mthll!nrhllk'IID.In<l.'!ing:r.ndii1J1(lllt 
• P:ui.'llts5houUt..:l!t.l>."<l~utcliz'zitC<innyoc.atrll"itll\'l\lTROLtmlm.•nt:r.ndllll"t51l';l.I!J31..-Jolriling 

or~l:lling~ITnuchin<r)'untllth._,·lult"rlflifllllll<dhow\l\TTROLalftmth!m. 

• l':ll.i.!n!!shoulire:~<IINJtonoiifydttir~t)S~il.n if~lfy: 
• l\i\':I'Wli! [Wll;ll:llltrrtn!mol lnl\>mr .. j"'!t'IW dllril11: tll':UilW'Ill 'lith\l\1TJI(IJ. 
• :srelret..I1-Wdillg. 
•tlj~~~lr:Ua75:>~11oo":S51r•-h:t>d;'¥lt..l-<Wahing.,..,.~A"IIm Llking\'fllTROL 
•lb1~ int<'IRnrf""'r:n,lf(ip.ll!l,.~•tlling.duuw:Hi.<kincnlnrrr;il:'~rft~ 

je.g.h:m\ra!uk(l),b lllltmg.:r.nO(O'Il9oWndCC:!M:!£1b]"lhtlnl<!funillt.. 
· tlj'oRr.~dhtrumt:iUt.llll'!ignifio.m~ffe<ts,.h~ooVI\TffiOLlh!fJP.t 

Oruglnt u':lclion l 
l'li:O.~ttitt.l<lng\WJmoL 1nty I1C( h.·nditlrom cpioiJ<ottL!inillgnl\1~'\'S ( •re PllECAimO:iS, 
1'3Jn31anqemtnt). 

~ru.ll!rul!CI>OOI1<Ui:Ht1:1Z../rcCW~ru&rn<lilillitlngi1U)m~inCIIonalnhibiiDI'Ioltr­

flll)"lllf5:treun1iU~· toch:lng~thtclt:r.r.lrnri \liTTROL NocUnbli!ruglnl<t:'€llonillldltsh11"!b..l'n 
f1.-rllll'll~"<lllilh\1\1TflOLIO.:'>:IIIl\Cdrugiti~.L.1io:m.~~"f.-ftreV&:ri\m.91cu1Joo:igh~riJ:s:tndl\ot~ti 

ol1'tl'lmm!t.1n!Crugw. 

T!>:~jl'lllil>djll!io'ltUirt..lU\111idt\l\1TROLOOIIClll.lliLull~'<',~l:tl~llS'I.:JSSilltil.tt to~l!ld 
fl'li.mllul:ing\l\TIRO L•i iMn!:lnliC.ll\.'IUnlS. 

Clrrino~nuis, llU!~en e~IJ, Impllnn entof Jtrtillty 

f.o.rtillllgnk-11)· <Uidi~ h.n>t nU ~~~~ oru!nrttd •ith I l\ mtOL 

r-=~no~nld t)'lludi.s a oct.! ru.l~ruono h)liro:hlcn!e (3dm!nlltrm~ 111 o... did) 1:u1~ ~ ...... C'I'>IK!ucttd in l':lL! 

:r.nr!nlh.lnr.lts.thffi"•ID"w:!llln~lnlhennm~nrileltirul.tt~dloouilnm:t.lco;:r.ndllunllftlt 

l-;$(lt4rmgin in •mb:lliJ~mbll>:.clinictl!'i~ilkm~riil'.~finJ:uJ:1ilnolkn<llltl 

Nllln'11lrE•":Ilne&lth·tln lhelol.lal<1n&lnlllm&fflCJ!Illld!)'Uudlel:hlcltrl:!lrt'l"l'ntmUUIIM3N)"{Amel 
~c<~). U.... htril:lblt lr.Ulilic:llk\n :11"1)', rJIO ~l11\ltcr chmm:1lld orlu.n~t a«::~): :r.nd the m<J.ISo." l)ml*tMI:r. 
&'"1lfmUI:IIion~}: ~J.ltrnmt•":ll~illllll'gll~ln:mi~I\IOIDIJ.I~mlcrnritl<i<UI~~ ln m11r:lll, 
ru.lttaat~lck\lfO:iilireiiJtik'lolkmug:l:'il.l)'l."~r<'fl!::l:'iwltdulfr"'f.ltl.l~· :l.l:l.l.!'llOXI~Ilt.'l..\ 

dlm~inrqulrl&l•ilhE.mli :r.ndllH~ctll~:r.nd nrln:rl)'ililfmdh)!lltdlll<tidh>ll!li<!J.ICI. 

ti.~lre.IJ.l~~~·<lt =lJyclll:d:l>igliV"~":UIIillcrdXilljh"IAi<~Jr<!i~WI')':II~I ~ o~hlj~i(ll11J0'1:l.l.:> in 
r:r.tl3lllJJ mykrfda)· (N~rn&fmV~·). n~rn":ll noifirtoom:!ltkrttlityatthi! Co;oo lt>.<L Thtn::lt>.'JIIre 
rX!h.:-ltob<t'f\',llk>alt~bullUJl lfltill~·knrA knm.n. 

PrrgnancyCu tgor)'C 
Rtfrochtdioo:utdt!nflopmmiJ.I!Iudit:lh:tl'(lllllbtmCtllducUI!I<l'll\TTROLSiud.ii:'\llithn:olln:l!llle 
:!Unlniltrn'dli:r.theoct.lmuk'h11~<b.'<ncmdll(lt([lnJl!l11l:tllll':lll:r.nd r.thblts. 

Tet:UagenkEITects: Or.Uru.llll'lmrillll>.xnshmnloinrn:t'<'!helncidm(l'c{e:ll~· ld:r.II<Y>\1n~:~tl 

:~..Jmillillail.l ~ 30 "~'kg.'d.tF (ISO n~g~n'/.!Jy) :~~Ml rll:hi~ :tdrnini!laol o IIJ nw4'tby OJIJ 1u.;!m'/dl}·) 
Thtft31TIIO:!Cttjlll~:Uld~t l l-ronlnllltd5IIK!Ir:ldcithecru.I~Of\l\TTR0Linprt'&ll3nl'I.OO'ffi. 

\l'/ITROL~.llAIIJl>!IM!d.tring~")'<ll!yifthefd~t!illl>:ndit iullfuthef"'<!!itiJlrilkto~~l!. 

UborandDd ll"tr}' 
Th~plltnliJI<If<ctrl\liTTROLoo t!ur.u.lonni!Jbnr:r.rdlrllmyinhullUJllilnnkrutn. 

liu rling nallt t n 
Tr'3mktolrulln'lllf'E:r.rd(.&rultMDI.lntohllnWlml!l;h:ubso":nrq-oltt'dv.ithonlrultretmt..ll<clll5<rl 
lhtpc>ltntllll<l' rumori~mlcii)·W.n ixrulliU!ll'le In :tnlnulu!w!l<!'l.:r.nd b.."Oitl<'rltheprunti:!l i>fm.u 
m<rYre:ICtklnllnnul'lin~lllfllll>lmnt ll\TTROL100;:hlM!houldkmU~Miltrtodlnnllnuemmlng 

llrllldi!conlln~thti!ru~.lJ1:intln10:nUJnt th<imj"O(tlM"dthtdrugiDthtiiiOIM. 

Pediatric Use 
TI!<!Wtl.)':t~t.ltffi.::tl.)' d\l\1i/M.h.ll~lllllln>stes;.ilili:Jit\l~ t di<!~(l<pu!.unt 

Geriatric Use 
tnlrilllri:llcohol~lllbJ<rt5,.l6);(n"'26)ri!ii.lb)<"dl •m->6lte:usd:lgUroloo~rutli'ntn.l.>7~ 

~rlw.f.liuk:\li<id,.,;r/\1\1TRlll.•Mllftlitt;h!rl.!.'>tfrl&ntluuJi\-r.;rl,;~lhf\1;'if'.li):11lllrr.~rtn 

t!t!tmtlnt•hrthtrlhtj· ~dJIJtfl.'llll)'fromJounyr~)rru. 

AO\l:RSEREAtnOSS 

ln:ill roruroiiHl:Uldll!l(OOlmllnltrilllt!nrlngthtl"'rn:uhllntt!tl~1'l(Wit<lllOI\l\TT110Lntorellun';IOO 

[tlllo'nllllith :r.lcdlol ;ux\/..-~k>ll~reh:n"l'b..tm trelltd•iih 11\lTilOL A{ljnnlm:llt~·~t~)pllimll 
h:11l"t-ltre~~br6mM1hsotlllOO',:r.nd230lor l )l':ltlll' lmget; 

Adl~ne F.I-en1Jleadingto0i:lro n tin ll:1tionofTreo.tment 

ln(I)Otml k'Ollrilhof611l0111!ts!l'1.'1\~rl[llllffitllreali'd•ith\1\TTRtl l dOO>nlimt<dtmtm<ntdl~loan 
:16~t~i'nl,:l.§nmil1!'"'liD/%olthe[Qlld'ltslr\':lll1l•ithpl.ln'hl.Mt't'!s.<'l~lnlhe\l\TTRtll}.~1m& 

r,rwpth:1l !tdtom..-eCrofouu.•m lnjoctillllsl~rt:trtloru 0:1.'),11:111~ t!:"O).I"'Rl:llll)"(l~). 

ldldte (lt,;),:r.rdJttidtie-rTbltd<'lm~{UJ%). In U....pl.!o:dwl t<Wi\ tt,; ri pltld'llnittu'.m.·6J.: 10 
lnjlrtkln~Hr~\:tlldll%rlplllm~•itlt<lml·dltttlllhell!htr'-"'~rso:tlmt1. 

CommanAd1-en e E•-ents 
l"htLlhl:!las:tJI .t<~tl1ntl,!Tg.tnilalrJC11.1S.llily. acauringbJ1i%dplli~lt.IW.al.tiattd~ldtoltl!. 
ffnhkltth!in<idelrl'9o:ligrt:Uttlnth>romh~\l\Tlll0Lt<ntptlunlnlhtjl!Jrtbogoop. Am:tjlll'l~· rX 

plllcfllllrellid9oith \1\lTRIJLinrllnk::r.l~lud:tdl~tl'ffllnithanmlmumlnttruil)' of"m.lld" 

llf"mOO:I:llr." 

Potlm:l.rk•lln&Reportl 

Reportl fromOtherlntr:~mwc ul :ar DrugProductsContalnin g Pol)· !actlde-to-glJrolide (PLG) 

3Urnuph~us-"at'll'ilh 11\'JlliOL 

Retina!ArtuyOcdUJion 
R.:Uru. l:lrt<I)' OCTiulion:r.l!<rlnlfaloo•ith:tnrAhtr6u&(X'IiuctOll\l1llllngro~lxtiCt-m-r,I)OllliltlPUi) 

mio"OI[Ihtnslutb..'ffin'jl<l<ltdl"f!)' r:lll"l)'dwin~~&wMilllllft.Th!ltl-tnth:ulwnrq.xlidln 

lhe~rad :lhnomuJ artuio'.<I!OOS:vt:l510m0111. Nllt:l.'f'lrfll'lin:tJ :r.rlff)'OO:Iu>ioo ill1~ h.'trl reJU•d 
during l11llliOtdlnk:l!lrilllarf"l'lm:ut.o.t ln&SIII1l:i!IJnre. \l\1TllOL5boo.ikl beadmlnirt<rolby 
lolr:tml.l!ruL1r(l~l) lnj.'dlm into lht&lull':l[ mll!(lt,:lltdC111' mlll(b.'llktniD110ld ln.:llill'flffilln)tctlM 
lnloabloodl~l(see OOS.\GEA.\llMllllN ISTR\l'IOS). 

For additional information, visit 
www. vivitr ol. com 

or call 
1·BOO-B4B-4B7S 

@Ikermes. 

=~:~M~~~";:;·Vl:T~~~~ ;;;mod. 
cogl>\oro~ trodomorh ot .At~ om1n,lroo. 

1111111111111111111111111111111111 
9001 196-09 

ViV1tror 
p~1ft ~ 11 !: tftN!~::~~~ t:;'!;~ ~;( 11~~) 

J&Dm!J.'vl~l 

Directions for Use 
and 

Package Insert 

Common Ad1-ene £\-enu (by bodr lJ"l~m :utd pufr=d rrrm,/1ligh lnel group tenn) 
In ~)S. nfl'~tltnt,Trnttd•i th \'1\'JTliOI. 

BadyS)1tem Aihun l'bcebo Na!lteJ.onefor ukndedrelc::ue 
E•-enVI'refe rTed in ect:ablerusprMlon 

l <m N"':ZH ~oo m~ 380mg 190 mg " I 
N=2S N=lOJ li"':ZlO N"'·HO 
N ' N % N ' N % 

C.~>tn.inblirsd " II " n " ll 5J " '" " ''""' \iujil"\lMl.~ ll 6 ll ~ II n '" 5J ll 
ll ~ ll ~ ll " ll 

.'h!.urJn>l!'lin' 17 " ' 16 n II n II " II 
~llllUb ' ' 6 " " ; ' ' " ; 

ln.'rok.ruml l~Jrd~tlll~' " ll " 0 ~ ll " lofe.t> .._,, no.:~i~.di< .. ~~~ 

l'ho•Jnl)lb' " II " II Jl 17 " !'.)doi:>!rl<: ,..., ln....-ni>.~"1' ..... " " II !7 ll " 
,\n!Jd) ' 17 " ' " ll " l! "' _ .. 

' ' " " ' ,.., 
t!! ... m...onJ .\ny~R I~ ,, ~ IU "' 1!1 '" 2~) " !njsdkol.;, 
~~!; .,.,_ ,<] " '" n " " m l! I~ " 

~';;" 7 ~ 71 Jl " " I~ "' 
lni<dk<llll<f"'n " 7 ~ 17 n '" % ll 
C.f>,l'L~I[rimlri~ n " " " " " ll nuh.!b.oodUn;J 
lnj«!U\olletruftllli ' " " "' ll 6 Jl ' lni<'<IU\>11< II ; " " II 7 ' ' ll ' ratt)tu>i; 
J.funcQ.[~IK>fl,· ~ 12 J ll " 2] " " ., !0 

~~u.l<l.!ol ~s.:Mi~ ' " ll ll 6 ]7 ' mitu~nldio~ 
ti~dla.b lld["in.lo::d 

<!i!r.c.. 
10 ' I ' ll 6 II 7 27 • 

)~d. <=fit' J I ' ' " " ' ' " ' 
:;~~ " ' J 12 12 6 " ' !'i 6 

1\tr,,..,.,.,"" J9 '" ' ., " " ~ " " " a .. mn 
Oitd"""''l""-"' ' ' ' 16 27 ,, ~ ll " IJ 
~,. j..,., I J 12 ' ' ' ' '" ' """m 

) ]dJ/difll .WroJ>.~I< 6 J ; "' " II ll 6 " II 
>I'!Jnulrili<>n ~...tm\ 
o!L...m.. ~"'~ 

L1bor:atoryTI'.JU 
ln dJnlc::lllrllh,'illbjortiMil\11110Lh.>dlnm:15dlni'Oil!lrlfbilcoonnll'l.u~"ttn lil.lbfirtloopl:nfu. 

lnthmnllmltdll!<'d\l\mlOl. I'DIIrq>hilcwn~mumtdblntml:!lmTr~(l(fbiri~<r.llmlXllhs. 

\"nlTilOL}.'Oimg l":ll:LWXblid •ith :1Ctm':1.1t lnpllr.-ki roonL P:llltn~ tre:Jiu! •ilh hi&!J~~\"nlTROL 
eip<ritna.'dalllL':lllnwlnul~lnp411.'l<t001111 1 cll7,~1111',liL,·nl1tl«dtnll:oxlUYpLin[Urtbo 
p.ui<llb.lnr:u'l!oruiM:!rontmlkdrrllk.\1\lTROL••Inr.t:ll'lltl.lln!•ith:mlncrr::~.,..inbl«dlng.rTUitd 
m~.,-..,11. 

ln <hort·l<mtetlllnllltdlri:ili.lh~in<:k!mreri~Teltl:ulam;~.oo;;llttd•ith\1\TTR!Iltr.:!.lnn'll•:lliimUn 

llltlutaffill\lli•llhor'llru.TtrellXlrtrellmrnt(l.~ i:ich):tndillglul}·hl&hertlunobstmd•i!hplxtl>.:l 

lre3lmffit {ll.~). 

ln !hcrt-lfmlmn!mlltd!rllh.I1'Jire[Qtlenl!tr.:llidv.ith\l\TTROL }.'Itlmg(l l:li):tlldor'llrultre:Wio!(l7):) 
lhlftoilrtmMm1:1lm':lllnl~~okilllit!(CPKJI.\tkbtlOO'Irt:llmtniiD:r.bnnmWCP.Ii:ltw11:r.tlhreM 

ofthtlriili.Cill'llp.ut'dtopbrdlorulld'IL!(It'W).InO('"n·bbeltrills.l6~ Df[tlllmlldm:dkrmoretl:un 
6monthlludlr<le:l'>!'! infJ'~ Fa-hoih thell':l!rul~:tnd\l\IDOL3.'illmggrruJK.CJ'K:t!rtorm:!lltlel 
lll't'I'IIIOII(IfqlleiUlyinthtr:~~~~ri l-2x iJL'l. lk!IIYiw,llm•!ll"~nfr.p): 31mom111illr:l11hi&h:l.§ 

4IIJL'lforthtor'llru.lliYlll!V'yoop..:tlld3Sx1JlN/orlht\l\TTROL~m&~ Onnll.thmo•mno 
dilfmn""i>e!llallthtpi.Jrebo:r.ndru.llreiO!Je(rnlorln~ll')gllll.l!ll'l.ith~llllhtjXOf'."Milrrnri 
plliffil5v.itha(J'K<'ll11o!:V.l.s~llrne'ith.: U!ft<"Tlimll clmrm.:t.l.No f~«htrth:r.nrultreu:n<' 

fiplliUil'9o~.1SIOd:llt;:iv.J!hthtr.fKtki:Ubu.. 

\lllTIIOLill:lfbeaoiH\':ICthnithru-L:tlnlrnmurro.\Qf~ilrthe~knrldrugtrl:sblllt> 
f5ptoifir:illyopi~i.kli11~ fa"fwtl:l<!rlnfomutim,rHMncttolhe!fM!i.·. irt1!IIIIKlLI:I.lJ' In!ll'llrtic.l:!ls 

~""""' 
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OtMr E•·wu ObKrvtd D11rin' 11~-e l'~marlltUn' fr.iluatlon of\nlmOL 
Tl-ril!lt111int!s:\l!51cfrn:bm!tnm.~l:llrdh"tMIJisn:porlal~:llroiiOI:.nll/ur~ll'p:lllknLAill~ 
ltt:lkll'lli~L \'1\'JTROI.Ine~lfl!f\~Ulubh. Tl~~:lnt!11£U:~ ,, • iucb.!:lt.ro:l"kk''IS:dn:>drli-ltJ l~thcl-l~w 
ul:lils "'~om' lnbbtl!flS,tlqo~fo:.rw11lch~dro&a~11';1SmJIO~ II~flmJ11hld!11'mSO 
~ttT.~I :IIIIDhePIIIJiunll:l!ll"t.atd tlu.l.'lcttsf11>Dno:dOnlytm:rlilhkholldrlllh.1"=•Hib>bllll:ll llftlb:lh!h'! 

dliellljt~· ltr.-~1"'*'~"4:-

G.uuolnlmlnliDbordrn rorlillp.'lllllll.~f'bu..,rc.~tdllndllc~~e, 
hootwdlllkk.u•itk.P'Il'~rtcthl:llbaronh~~p:ar.ol)tic:lle.J<, p:rirtrul~ 

lnfec:tioiUIIUid lnfautloru-intlueun bnto~:hlds. urin:ur lt:llt tiDidiol~p~roe~tlsills. lootlt 3b!rus, 
pllelliiV)I'.h,cdluli$ 

Gmtl'2lOit<lrdtrtt•ndA<IInlnWr:r.liiUISL~Can~lilaiU-(I!~~ri&r llll.dDtp:iln.dltSL 

tlj;htlldi...-LI:htclc:cn:ml 
1'5yfhlltricDisllrd.on - !ITLLilil!ll);llblib~:lltiUI'I';U.I~.;\lrubul~~ 1)'rUnmlt, 

~dtJtlt•n.rutlh<llic: nmJ.dcllrlum 

Nt"'OIIJ S)ltem Dlsordcn -d)1~:,dillurb:Jra ln:ll~ntllln. nlll(l':llrr. n1011UI I n~.:~lnnt't't. 
C:OIMtl>lonl, llo.'htmiCSLru\;(.m>:br;d arkl1~1 ~ll!UI}'Wil 

Mu~a~l o•keltlllllnd Connectlve1blue lllsonlcrs-[tlln l nllmh. 1ll1Klc>]l:1<tt~l<liiii~Lfi1L"" 

Skin andSuballllllf'!IUJ'Jluue Dbonlcrs -I\I~L"I:Ir.:='l'd, ni!;IILS'Io1r.~LS, llntrltta 

Resplnuney,Thol'lldc,nndA!edlnsUmliDlsonlcrs -f'/1:11}'111:1JI~I}'~p:Un,lf)lp1l!:l.IIRIUOOJlltl,'511011, 

dl"uic •~~tmctl\\!nlrwJI~dl~ 

31 ctnbollflllnndNutrltlonDlw'ders -:IJ~Lllohl.:ti:I.SU!.lll'11 ~h~u\llon,dth)llr:ltlon, 

h) i\'!®~Nkntia 

\'~~Ja~l~r D[)anlers - h!}lth!ISlol~ hotflmlu.. tb'pl'tllDI&~I!DIIIIrWI. pt~nlt>IJ;U'!'tfllbclll!.ln 

l!)'t lllsonk1'11 -Cf>11jll rcth'kll' 

Blood 1111d lympllt.tlcSrslem Dison!crs - l)lnplcal'llfllllt)' (ln:ludl~cmic::d ~tbl!) ,ll'ld~ ~ loc.J 
IZJIU>Utlll~ 

Clt.nl!acDlsorders-JI)Ipl1.1tku,:llbl liniii:IIOI~ m)~inf:Jidloo.:u~n:r.prdoris,:r.ncln::~ wdk 

Cl~f;lllun!~<m>fW!'.mtrr#~ 

ltniiiiiReSJ'l!CIIIlliJonlcrs-!C:l'lllml'Jkq:j:.IJ!pcllCilllfil'll!' n::ICI~>R{hdutJJng:an&;inl*:lln>lk:!d.:m:i 

at-.l1:ftk::lrlal 
Pr.tnanty, PtiCtpUium,ancl PctlnauJCondltloM-:d:utlunmiso<d 
lltpatobllbt')'Dlsord.o1'11-.:Mciilhlzls,~amit~tr.ulll\:noc:hce:rol.:l.bnlnc:zmltr~r:lllilrrN: 

J~d"'lo:j1UIIJ:N.'Ue 

Oirt~ctlons for Use: 
To ensure proper dosing, it is 

~~g~~~~i;~h:;J~~~~~fs~r;~~n 
tnstructions outlined in this 
document, 

Productll:lt.p,..p•,..d • nd 
lldmlnla&olredbvehoa~ 
pl"'lloulonal. 
O!l~.ub•titutoe.rtonl2ftmpcmertta. 
ICoepoutofreechofchildron, 
Preper~~andodminl•tur thoVIVJTROL 
eueponlllonualngnt~o~tptlc:toclw'llque. 

'~l c.- Contonu: 'J\ .. 1·P•c.lcegelnnrt/Oirec:tionsfOI'Uae 
~\ 1·Med1c.t~tlanGuldll 

' 1-0iluentfortheSuspensionof 
VMTROL Mlcroaphoru 

-........._ ... 1 - Vtel Containing VMTROl Iff 1 -~.:::::::: Syriogo 
2 - 1% Inch 20G Administretion 

NaodloswlthSalc:tyDevlce 
• [one sparo) 

TME CARTON SHOULD NOT BE 
EXPOSED TO TEMPERATURES 
EXCEEDING 25 ' C 177 'F). 

VI\IITROL mu5t: bo liiU!ilpendod 
only in thediluenteupplledln 
t:hec.rt:on,lilndmuetbc 
lldmini:ateredwitht:he needle 
• upplled in the carton. Oo not 
mokeenyeubetitutione far 
c:omponentaafthecarton. 

~- -
'"-'·:iv' L:...-0 .. -

Afterthoinjeetir:.n ieedrnini&ttot"'ld, 
c:ooJerthenudlebypt"'laalngthe 
ulc:tyslloothogolnstallard 
Mll"laeou•lng oona-handadme>don 
,_.., rramaalfandothers. 
(t~o~teAgut"'I H) 

Acdltatlonofthonfetyaheath 
meye.US~~minimumaplatterof 
fluid ttootmoyromoinonthc 
ncodlaatfcr lllil:lc:dctn, 

DISPOSE 01' USCD AND UNUSED 
ITEMS IN PAOPEA WASTE 
CONTAINERS 

1- 1 inctt 20GProparetlon Noedlo 
!Not For Administretion} 

Theantinlt;:Dt'U)t'lflhoulclbeota::ndin 
thet"'lfrigerotcr[U"C,36-41S'F). 
Urrafrigcretod,\II\IT1liOL.MitroJpllerr~:~~ 
c:enballturtldattemporeturesnctt 
IPCII~25"C(77'F)fornomt;n 
then7dll'j&priartoadmln!ritrotion. 
Do not pPOM l.tni'Cfri&eruted pr.;>duct 
totemperaturnabEM125'C[77'f). 
V1VITROLoll11uldnotbofrozon. 

Pet"'lnt.eralpraduc:taahouldbo 
lllo\lellylnepactodlorpart!culatll 
mottc:randdlac:e>larll~nprlortc 
admlnistratlonwhan1111eracluticn 
•ndc:cntainarpennit. 

Dtl\IGAil\IS EA.'illDEPE.'iDENCE: 
ControUniSub!utnttClw 
vtVJTROLi,; IU:t.DK>!mlbhub,l:IIU. 

P~o:nland h)'eholosklll Dcpvulcna 
lobl!Min', tbeiiClli~I~D1ln \1\TllWI..Is apu.-rllpluld~tbtdot:s rulbdllt ph)'lk'2lor 

l"}rlrit~·U,=. Tulmm:tn dJC~:t.nbguri~dftdl>n~known ••rmn: 

0\'EllDOSAG£: 
11JMl!l~nlltd~ll'lthll¥t:llialcof\1\TlltOI.SI'1:lt:doitsuplti~IIIJ:....,.In151rn:dltl~ht:lhhy 

~o~tbjtd$. '"--""""n;rlo<!lou$or!<c\..,.,:ll!l1'!1l'.l'\<rn11hcnll!llatnlntlldbu-l~o lllcn:ll'lluta. 
n:ullie1:lbdotnln:dp:IIIL!.lltlll"O!erre :auddluhD5 Tltm:•~nosipifrimllm::asnll~c"tlll1115. 1 11 
tlw- ~rfti31111\~~nr,rpct!ll\<r ~'t':Uiltl'llt5huuldtll'lnlll::lll.d. 

OOSAGEANDAD3U!I15TRATIOS: 
VJ~nlll<l healminlnmd ~·3~tlu::arepnits<loml. 

11tt nmmmo.1 Wl dolt d \'IVITIIOI. Is 3flJ m~ ddl1'tlt'd Jott.t.tnlliQil:afl:• e~1.~ ~ .,.l,.u oroto: a trl.ltlh. 11~e 
lnlro.'IJonsllouldlll"=-lmlnlsltml b)· aht:tllhc:lrepllli.slun:ll as~nl nlrnmwcubr(J.IIl J:iut.:lliNmlun. 
.:t.lll'flttUn~ hu111 ds fur c:rrh >lll""''ucnlln!u::Unn, u~l~ U-.: orlunamf<llo:nu l'tr~idul (~ott liOW 
SUI'l'LII!D). 'Jltt rudlt:prto~'!deollndtccutontllW>IOIIIIA'dnmllr. \'f\1TROI.nll:llrotbtlnli'cUU~Ing 
l ilY nlho.-r t~ull<. n~~: ie:rll•lctl)llh may 1011 111" Dqu~le In e~.,ry [tiU<tt hn:llbC rl llru)• l~:~hllu<.llod! lllh:m~ 

shoold lll"~pt1wl0e:!di ln[mklllforexhp:llletli.IO<m~Jrelh:llt lfftllo.• lellj;lhls:Wcqu:altfcr 

lnlr.tmtoscul:at:llltnlnlslr.Uion. l!altlu:"..n:pflll'ldms!IOulilolllllrelh.:tlilkVMTllOtlnjn.11un l!f.l1<n 
CUITt(Jfr,a1\l$liOilldrut~lk:r:Uit:nr:Uc:lre:llml:rtl10rU100Cp:ttl! nl.llllh~~·h:lbllns~I\'ChW~~Iulc:Ll 

llllr.tn l l!ll.'ll i;ltln)n.'IJcnv.'llhthcPM~ tn'dlr. 

VlVITROL 1111111 not bt: lldmlnlstued httr.t.\'rncll!ly or $UIH:UI:Lnccusl)~ 
lfa~~~ollrnlm~Jdo!<c.~lh~ohouldt.. iRilruanlllli\Uh..,Jh. cut da!c:llliiiOn:IIJIINiblc. 

l'mlellll>m .. ilhor:r.!IL'll~rn~~~~~: k~lft1.lln:dbd'~llll~ll\moL. 

lll:uo~o!IWIJon ln p:lllelllor=ll1~1l\TJ'ROI.w~forp;llnnun:~~otntlrcludeft'g!on;ol 
Jmlp:;i::&tll'nsrd~Wgt5ir:s.UffioW tJn:lrrb.qtlnd :llp:u1n'a~...bor:uCIIj:t::lb,llll:b 

v:o~slcwldb.tDII!hUJOafrnlOillltlttd. ln an ao>tSdii:SbCIII.'IOelll"'-br(lt'IYOIIIUhd'"'lnlh.g,rduct 

Dfthc~qlr.llcrdb:l10l51[r.pnmla~U..apktld~l'I:IPYnlllllbep!OI'Idtdbflnd:l'tihDkflli'J1fr.Ji~·lr.lltwdlll 
~tellit:ol':llDiltik dno~:llllldtc~ofdte~r:otoryei'Jno(polnl oploidl,~lydte 
.s::lllllsl~nn• "od!lt:li<*.wnclap::IIMI21t'lnf2!od:ID!IItd\~ldlhllon. 

'--

/ '':~\i~:.0 
../,ls:i) \ J ,A 

~~ I ·------, ~ '::1:::,:- . ,, 
..... '<. 

1 .Ram011othac:ortl>ll fromrefrig~ 
atlon. Priortc preparodt:~n , .Uow 
dt"'lgtarellchroamtcmpcr•ture 
l•ppro~im•taly4S minuto1] . 
2 . Tcnst~miltlng, flnn!ytopthevlt!l 
onahordaurioc:o,on~~oul'ingtho 

powder mcvc• truly. [11ca Flgllro BJ 
3.Remllllllflip-cftcopslromboth 
vi•la. OC NOT USE IF fUp..Qff CAPS 
ARE BROKEN OR MISSING. 
4,Wipatholllal topawithorl 
olcollclswob. 
5,Ptacathe11ncllproparatlcn 
naadlocnthe!¥ingeandwi~ 
draw 3.4 mL gf the d~uc:nt from 
thodlluentlllal. Somediluontwill 
t"'ltn.l inlnthedilt~entvial. 
(sooRgureBJ 

-------- ----[:~h 
tTl:::-::, 

-----'~{ 
_._,:.,::::u 

lnjac:ctha3.4mLcl diluont lnto 
tho V!VrmOL Mlc.rolilpllcre viol. 
[a~!!~Agut"'C) 

lltlnltbUon orTnatmenlln l'aUenlf P~vlausly lllsatnU1111nl 
'Tict:;ut J.,d:lb iOsp.'dlbll!':t.ldlt$JA:'lnUI:ll01od tn.':lllnoot. 

S•lkl~n,FromOr.UN.UtraoncrorAltoho\Dcpvultnct 
'llttRM" IIO~II'm:llbl~·toiiii'Wd:l::ldtlllspocifiCilt,·:ldtittK JhcMirhfmm OI:IIn::UunooteiDil\lTIWL 

PR"p~r:olionorDDK 
ll\TT11Ulmllllk~onlylntbedlh•lt$Upplltdlnl'-'C111011~1odll11111 k .1dtnlnlsk'!tdWidi dtt 

lmllcllfP(bi lnthct:ltl>ln. o\ll~'£1 .. fJL.Iltttnlm"'((l~m:~,dt1tttul, ~rtp;ndunMO!!t.anl:m 
:Unlnlsr:l':ldDRI'ftl!le-..1tlos:tft."trdmcc):ucmrJlmlfor::ldntlnl!r:I':IIJDn.,\S[Wt':admlllblr.lllonncrdlel! 
""".W tn crsrof~ llarllllllb!Uiulr i"! ~(I>Rt(Uit:fl$fw dttCUtD[u~tlthct:::ltiDII. 

mn"ROl(o.:~ltn:ml.,h'a~etolul·n.b<c:lf+;cbldc~ll.lo'")k>tJII(Iiiulln\llij:lc~alltH~<. IOJd•Cil'l••n 
ct~~ll:l.lllllll'te~ IOr,l'blli\l\Til!OL~ltR$,0!'ri'Ultl<l't:llrifl:~mi.Ctor!.l\lttlAnttlll\llrlllfl<l' 

iho:!lt~jlo:,nllnnn(\'l\'ITkOL.I~te).mt ~")'rii\:J!, IHII: .!U·g:m~:t: l-lrdlruolie.ml~l21~!;llll):e 

l [.i. l rditedl!:iwlrl•~·dcvlce:NfiC6>757·500.0J. 

SIDf'll&~nndllandllng 

11 ~: ctHired~ tu'k llll"d'IL.: i~ttn.lhlli~~: ll'frt~.llurl! · H"t;,:G · ~G·~t . Ulm!.ri~lk•I.VJ \l T'ImL r:ul l~ 
\lorulo! ll.'tniX.r.IIUn!< tl~ r:mulin~ 2'i 'f. m'"t/ fiN" I> I II" "' lh•n 7 1l:t)~ J>!lnr hi :ulmiiO.•tr:tlhlll. ~~ ~ 1> ~ 

e.~jnt lheproductWiti~I:IIUII.'S 00l'2)"C m"'-1. Vtvrl'IWI. shoold n;rtf>rfl'(>ltn. 
!'lli'Cnlo::r.dpnidudJ:ihoul<lt.!l'ilt~111yiii!]'C'l'l<li fDrp:tM IC!dilll:nUikfarddlscolamllunj>rior to:IO tmh\btr:ttion 

v.·ho;t\"'tr>alutlun ~Ill runi:III"O:r ponnl~ ~ ptiiJ>.:t~'ulillli JU!).o.:• ~lun ~111 be mlllrrv.111k, 1011111.11 ro111:11n 
tlump;.~IJlv.·UIIIIOI<r~·Wit'll lhr v.dlllf tbe ii:U. 

Krt:paulofltc:r.o;:hafChlldrc:n. 

US l'~tenl r\os. S,6S0,17}; S,6H,008; 5,79l,n7; S,"6,598; 6,1 10,501; 6,1~,006; 6,264,987; 
41,3 Jt .317;6,Ji9,70J;6,J79,701;1i.595~;6.,-10J,li~;6,195, 16-1;6,~ 9S,16&;6,U1,1171; 

6.S37.S86;6,S<t<IJ93;6,S'J6.316;6,6&7,061;6,705,7S~'·1J3.o?0; 6,116l ,01 6;6,939,033 

Milt: tho powder and diluent by 
vlll"rotlllyshilklngthelllolfcr 
opproxlmDte~1 mlnuto.(eaeRgur-eO] 
Enaut"'lthatthodcBaisthorougll~ 
ouapondedprlatto procoodlngto 
St.apE. 

A PROPERLY MIXED SUSPENSION 
WILL BE MILKY WHITE, WILL 
NOT CONTAIN CWMPS, AND 
WILl MOVE FJlEELV DOWN THE 
WAUS OF lHE VIAL 

1.1mmadl• toly•ltor1111Dpon tsl on , 
w\thdrow4.2mloftho au•ponslon 
lntcthoayrlngausingthaaamo 
prop•retionni!Bdlo. 

2. Romovothepreparatlc!\ncodla Df\d 
roplecowithe1 Yo lnclledminl•rratlor~ 
naad loforimmediatoun. 
[llooFiguroE) 

FREQUENTLY ASKED QUESnONS: 

1 . Ca n I pre pare the s uspension prior to my patient's arrival? 

No. You may remove the carton from the refrigerator prior to the patient's arrival, but once the 
diluent is added to the VIVITROL Microspheres, the dose should be mixed and the suspension 
administered immediately. tt Is Vlllf'Y important to use proper aseptic technique when preparing 
the suspension. 

2 . How much time do I have between preparing and administering the dos e? 

It Is recommended that the suspension be administered Immediately once the product hsa been 
suspended ond transferred Into the syringe. If a few minutes' delay occurs after suspension but 
before transfer Into the syringe (Figure 0), the vial can be Inverted o few times to resuspend and 
then transferred Into the syringe for immediate use. 

3. Can I use needles other than those pr ovided in the carton? 

The needles in the carton ere specially designed for administration of ~OL Do not mnke any 
substitutions lor components of the carton. 

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

Yes. VIVJTROL Microspherea will form a milky white suspension when miJted 
with the provided diluent. 

5 . What if a needle clog occurs during administration of the product? 

If a clog occurs during administration, the needle should be withdrawn from the patient, capped 
with the attached safety device, and replaced with the spore administration needle provided. 
Gentty push on the plunger until a bead of the suspension appears at the tip of t:ha naadl8, 
The remainder of the suspension should then be administered into en adjacent site In the some 
RIUt88l reRion, 

/~l ./ ~(1) 
~ .,"'Ml- . 
l -~_./ t·'' -~\ . ./.::).,-.... ,, 

c " t ) 
~-., j 

Pricrtoinjoc:ting,tllptha gyringa 
tcrolr!DAI!Dnyairbubblct ,thc:n 
plllllgontlyor~thaplungeruntil 
4 ml ofthe • u• penaiont"'lmlif'D 
lnthooyrlngo. (ooaAgllroF) 

THE SUSPENSION JS NOW 
REAOV FOR IMMEDIATE 
ADMINISTRATION. 

1.Admlnlotortha.u·apcnfllon bydoep 
lntromu5eUIIIr[IMJlnlcc:doninto a 
glutolllmuac:le,oltllmatlngbuttceks 
por lnjec:tlt:>n. Ratn.~mbltrto a~pil"'lt.e 
lorbloodboforolnjoctlol'l. 
[1coAg1.tn1G] 

2.1njec:tt.hoauapanaiar~inasmcoth 
andeontlnuoY1mctlon. 

3.lrblcadnpirate•orthonoodle 
elcga,dcnctln)ect.CIIangatotha 
aparoncodloprov!dcdlnthctCIIM:cn 
ondadmlnlstorlntoanod{acont a!ta 
intheaamegluteall"'lgicn,agein 
aopiradngforbloodbafllrelnle~n. 

VMTROL m~•t Nar bo gluan 
intravonoualyorsubcuUneotlllt)t, 

ViV1tror 
lffl ::!atr 11 !'frl~l-I~D.t fi :~tllli;r. fu i'"fl 

JOOm!V-'i~ l 
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VIVITROL® 
(naltre.xone for extended-release 

injectable suspension) 

MEDICATION 
GUIDE 
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MEDICATION GUIDE 

VIVITROL® [vTv'-T-tl'o/j 
{ualtre.\·oue foJ' e.\'leuded-t·elease injectable suspension) 

Read this Medication Guide before you sk1rt getting VIVITROL injections and each time you get an 
injection. There may be new information. This information does not take the place of talking to your 
doctor about your medical condition or your treatment. 

What is the most important infonnation I should know about VIVITROL? 

I. Some people on VIVITROL treatment have hadse\'ere reactions at the site of the injection 
(injection site reactions), including tissue death (necrosis). Some of these injection site reactions 
ha'" required surge!)'. Call your doctor right away if you ha~• any of the follm~ng things happen at 
an}' of your injection sites: 

·~ • the area feels hard 
• large area of S\\~lling 
•~.!!!m!>-
• blister.; 
• an oren wound 
• a dark scab 

Tell your doctor about any reaction at an injection site that concerns you, gelS worse over time or does 
not get better by two weeks after the injection. 

2. The active ingredient in VIVITROL (naltrexone) has been a<sociated ~~th li\<r damage 
(including liver failure) or hepatitis when given in amounts greater than the recommended dose. 
VIVITROL does not appear to cause liver damage or hepatitis at the recommended dose. 

Tell your doctor if you ha~< any of the following symptoms of li~<r problems: 

• stomach area pain lasting more than a few days 
• dark urine 
• yell01~ng of ti1e whites of your eyes 
• tiredness 

3. VIVITROL blocks the effec~ of opioid-containing medicines and opioid street drugs. 

• You may not feel tl1c U'iual effects of opioid-cont.a.ining medicines including medicines for 
pain, cough :md diarrhea while on VJVITROL. 

• You may not feel the usual effects if you usc or abuse heroin and otl1cr illegal (street) opioids 
while on VIVITROL. 

• Do not take large amounts of opioids, including opioid-containing medicines, such as 
prescription pain pills, or heroin, to overcome effects of VMTROL. This can lead to m>erdose 
including serious injury, coma, or death. 

• If you have used opioid...conta.ining medicines or opioid street drugs in tl1e p<l'it, you may be more 
sensiti\'e to lower doses of opioids after VIVITROL treatment stops. This can lead to overdose. 

4. Some people on VJVI"JllOL treatment ha" had severe allergic pneumonia. 

• Call your doctor immediately if you have shorm~" of breati1, coughing, or wheezing. You 
may need to go to the hospital for treatment with antibiotic and steroid medicines. 

5. Carl)' written infonnation with you at all times to alert medical personnel that you are taking 
VIVITROL, so that they can treat you properly in an emergency. 

What is VIVITROL? 

• VIVITROJ. is a prescription injectahle medicine u.o;;ed to treat alcohol dependence in aduiL' 
18 yearn and older. 

• You should stop drinking before starting VIVITROL. 
• To he effective, treatment witi1 VIVITROL mu<l he u<ed alnng witi1 nti1er alcoholism recovel)' 

programs such as counseling. 

VIVITROL may not work for everyone. 
VIVITROL has not been studied in children under the age of 18 yearn. 

Who should not take VIVITROL? 

Do not take VIVITROL if you: 

arc using amVor have a physical dependence on opioid·containing medicines or 
opioid street drugs. 

• You must not take opioid-containing medicines or opioid street drugs for 7-10 days before 
you start taking VIVITROL. (See "What is the most important infom1ation I should know 
about VIVITROL?") 

• To see whether you have a physical dependence on opioid-containing medicines or opioid 
street drug;, ~~our doctor may give you a small injection of a medicine called naloxone. 
This ~ called a naloxone challenge ~st If you develop symptoms of opioid \~thdrawal 
after the naloxone challenge test, you should not start treatment ~~th VIVITROL at that 
lime. Your doctor may repeat U1e test after you have stopped using opioids to sec whcU1er 
it is safe to start VIVITROL. 

• have opioid withdrawal symptoms. 
• Opioid withdrawal symptoms may occur when you have been taking opioid-cont.aining 

medicines or opioid street drugs regularly and then stop. These symptoms may include 
an.xiety, sleeplessness, yawning, fever, sweating, teary eyes, runny nose, goose bumps, 
shakiness, hot or cold flushes, muscle aches, muscle twitches, re5tles.sness, nausea and 
vomiting, diarrhea, or stomach cramps. (See "What is the most important infonnation I 
should know about VIVITROL?") 

• are allergic to VIVITROL or any of ti1e ingredien~ in tile liquid used to mix VIVITROL (diluelll). 
See ti1eend of Ulis leaJletfor a complete list of ingredient< in VIVITROI. and ti1e diluent 

What should I tell my doctor before starting VIVITROL? 

Tell your doctor about all of your medical conditions, including if you: 

• have liver problems 
• ll'iC opioid-cont.aining medicines 
• use or abuse street (illegal) drugs 
• have hemophilia or otim bleeding problems 
• have kidney problems 
• are pregnant or plan to become pregnant. It is not known ifVIVITIWL 1~ll harm your unborn baby. 
• are bre:~tfeediug. It is not known if VIVITROL passes into your milk, and if it can h:"rn your 

baby. Naltrexone, the active ingredient in VIVITROL, is the same active ingredient in tablets taken 
by mouth that contain naltrexone. Naltrexone from table~ passes into breast milk. 
Talk to your doctor about whether you will breast feed or take VIVITROL; you should not do both. 

Tell your doctor about all the medicines you take, including prescription and non-prescription 
medicines, vik1mins and herbal supplemen~. Especially tell your doctor if you take any 

opioid-containing medicines for pain, cough, or diarrhea. (See "What is the most important 
infom1ation I should know about VJVITROL?") 

How should I take VIVITROL? 

• VIVITROL is given il'i an injection into a muscle in your buttocks using a speci;d needle that 
comes 1~th VIVITROL 

• VIVITROL is injected by a healthcare provider, about once a monti1. 
• Once VIVITROL is injected, itlasL'i for a montl1 and it cannot be removed from Ute body. 
• U you mis.-; your appointment for VIVITROI. injection, schedule another appointment a-; soon 

as possible. Whenever you need medical treatmen' be sure to tell the treating doctor or nur.;e that 
you are receiving VIVITROL injections. 

What should I avoid while taking VIVITROL? 

VIVITROI. may make you feel di7")'. no not drive a car, operate macltinel)', or do otiter dan~erou< 
activities until you know how VIVITROL allec~ you (See "What are the possible side effec~ of 
VIVITROL?") 

What are the possible side effects of VIVITROL? 

VIVITROL can cause setious side effec~. (See "What is the most important infonnation I should know 
about VIVITROL?") 

Other serious side effec~ include: depressed mood, sometimes leading to suicide, suicidal though~. and 
suicidal behavior. Tell your fantily member.; that you are taking VIVITROL. 

You or a family member should c;Ul your doctor right away if you become depressed or have ;my of tl1e 
following symptoms of depression, especially if they are new, worse, orwony you: 

• You feel sad or have Clying spells. 
• You arc no longer interested in seeing your friends or doing things you used to enjoy. 
• You are sleeping a lot mm·e or a lot /~·than usual. 
• You feel hopelei~ or helpless. 
• You arc more irritable, angl)' or aggressive than usual. 
• You are more or less hungry tlmn usual or notice a big change in your body weight 
• You have trouble paying attention. 
• You feel tired or sleepy all Ute time. 
• You have thoughts about hurting yourself or ending your life. 

Common side effec~ of VIVITROL include: 

• nausea. Nausea usually improves wiU1in a few days after tl1e first VIVITROL injection. Nausea is 
less likely \~th future injections ofVIVITROL. 

• tiredness 
• headache 
• di7Jjnes.-; 
• vomiting 
• decreased appetite 
• painful jninL< 
• muscle cramps 

Tell your doctor about any side effect that bother.; you or that does not go away. 
These are not all the side effects of VIVITROL. For more inf9nnalion, ask your doctor or phannacist. 

C.all your doctor for medk;U advice ahout side effect'i. You may report side effecL'i to FDA at 
l-800-FDA-1088. 

General information about VlVlTROL 

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. 
VJVITROL was prescribed for your medical condition. 

This leaflet sununarizes ti1e mostimportantinformation about VIVITROL. If you would like more 
information, talk witll your doctor. You can ask your doctor or pharmacist for information about 
VJVITROL that~ written for health professionals. For additional infonnation about VIVITROL 
call 1-800-813-4876 or visit www.vivitrol.com. 

What are the ingredients in VIVITROL? 

Active ingredient naltrexone 
Inactive ingredien~: polylactide-<:o-glycolide (PLG) 
Diluent ingredien~: carboxymetllylcellulose sodium salt, polysorbate 20, sodium chloride, and 
water for injection 

This Medication Guide has been approved by ti1e U.S. Food and Drug Administration 

Manufactured and marketed by: 
Alkermes, Inc. 
852Winter Street 
Walti1am, MA 02451 
,Vkermes® and VIVITROL® are registered trademarks of Alkermes, Inc. 

Revi<ed: March 1010 (9002142-0J) 

AMN1047 
IPR of Patent No. 7,919,499



10.3. Guidance for Industry: Providing Clinical Evidence of Effectiveness 
for Human Drug and Biological Products 

94 
AMN1047 

IPR of Patent No. 7,919,499



Guidance for Industry 
Providing Clinical Evidence of 
Effectiveness for Human Drug and 
Biological Products 

U.S. Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research (CDER) 
Center for Biologics Evaluation and Research (CBER) 

May 1998 
Clinical6 

AMN1047 
IPR of Patent No. 7,919,499



Guidance for Industry 
Providing Clinical Evidence of 
Effectiveness for Human Drugs and 
Biological Products 

Additional copies are available from: 
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Center for Drug Evaluation and Research (CDER), 
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Center for Biologics Evaluation and Research (CBER) 
1401 Rockville Pike, Rockville, MD 20852-1448 

http://www.fda.gov/cber/guidelines.htm 
(Fax) 888-CBERFAX or 301-827-3844 

(Voice Information) 800-835-4709 or 301-827-1800 
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GUIDANCE FOR INDUSTRY1 

Providing Clinical Evidence of 
Effectiveness2 for Human Drug and Biological Products 

I. INTRODUCTION 

This document is intended to provide guidance to applicants planning to file new drug 
applications (NDAs), biologics license applications (BLAs), or applications for supplemental 
indications on the evidence to be provided to demonstrate effectiveness. 

This document is also intended to meet the requirements of subsections 403(b )(1) and (2) of the 
Food and Drug Administration Modernization Act (the Modernization Act) of 1997 for human 
drug and biological products (P.L. 105-115).3 Subsection 403(b)(1) directs FDA to provide 
guidance on the circumstances in which published matter may be the basis for approval of a 
supplemental application for a new indication. Section III of this guidance satisfies this 
requirement by describing circumstances in which published matter may partially or entirely 
support approval of a supplemental application. Subsection 403(b )(2) directs FDA to provide 
guidance on data requirements that will avoid duplication of previously submitted data by 
recognizing the availability of data previously submitted in support of an original application to 
support approval of a supplemental application. Section II of this guidance satisfies this 
requirement by describing a range of circumstances in which related existing data, whether from 
an original application or other sources, may be used to support approval of a supplemental 
application. 

In 1962, Congress amended the Federal Food, Drug, and Cosmetic Act to add a requirement that, 
to obtain marketing approval, manufacturers demonstrate the effectiveness of their products 
through the conduct of adequate and well-controlled studies. Since then, the issue of what 
constitutes sufficient evidence of effectiveness has been debated by the Agency, the scientific 
community, industry, and others. Sound evidence of effectiveness is a crucial component of the 
Agency's benefit-risk assessment of a new product or use. At the same time, the demonstration 
of effectiveness represents a major component of drug development time and cost; the amount 

1 This guidance document represents the agency's current thinking on providing clinical evidence of 
effectiveness for human drug and biological products. It does not create or confer any rights for or on any person and 
does not operate to bind FDA or the public. An alternative approach may be used if such approach satisfies the 
requirements of the applicable statute, regulations, or both. 

2 As used in this guidance, the term efficacy refers to the findings in an adequate and well-controlled clinical 
trial or the intent of conducting such a trial and the term effectiveness refers to the regulatory determination that is made 
on the basis of clinical efficacy and other data. 

3 The Modernization Act requirements in Section 403 also apply to animal drugs and medical devices. These 
products will be addressed in separate guidances. 
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and nature of the evidence needed can therefore be an important determinant of when and 
whether new therapies become available to the public. The public health is best served by the 
development of sound evidence of effectiveness in an efficient manner. 

The science and practice of drug development and clinical evaluation have evolved significantly 
since the effectiveness requirement for drugs was established, and this evolution has implications 
for the amount and type of data needed to support effectiveness in certain cases. As a result of 
medical advances in the understanding of pathogenesis and disease staging, it is increasingly likely 
that clinical studies of drugs will be more narrowly defined to focus, for example, on a more 
specific disease stage or clinically distinct subpopulation. As a consequence, product indications 
are often narrower, the universe of possible indications is larger, and data may be available from a 
number of studies of a drug in closely related indications that bear on a determination of its 
effectiveness for a new use. Similarly, there may be studies of a drug in different populations, 
studies of a drug alone or in combination, and studies of different doses and dosage forms, all of 
which may support a particular new use of a drug. At the same time, progress in clinical 
evaluation and clinical pharmacology have resulted in more rigorously designed and conducted 
clinical efficacy trials, which are ordinarily conducted at more than one clinical site. This added 
rigor and scope has implications for a study's reliability, generalizability, and capacity to 
substantiate effectiveness. 

Given this evolution, the Agency has determined that it would be appropriate to articulate its 
current thinking concerning the quantitative and qualitative standards for demonstrating 
effectiveness of drugs and biologics. FDA hopes that this guidance will enable sponsors to plan 
drug development programs that are sufficient to establish effectiveness without being excessive 
in scope. The guidance should also bring greater consistency and predictability to FDA's 
assessment of the clinical trial data needed to support drug effectiveness. 

Another major goal of this guidance is to encourage the submission of supplemental applications 
to add new uses to the labeling of approved drugs. By articulating how it currently views the 
quantity and quality of evidence necessary to support approval of a new use of a drug, FDA hopes 
to illustrate that the submission of supplements for new uses need not be unduly burdensome. 

II. QUANTITY OF EVIDENCE NECESSARY TO SUPPORT EFFECTIVENESS 

A. Legal Standards for Drug and Biological Products 

Drugs: The effectiveness requirement for drug approval was added to the Federal Food, 
Drug, and Cosmetic Act (the Act or the FDC Act) in 1962. Between passage of the Act 
in 1938 and the 1962 amendments, drug manufacturers were required to show only that 
their drugs were safe. The original impetus for the effectiveness requirement was 
Congress's growing concern about the misleading and unsupported claims being made by 
pharmaceutical companies about their drug products coupled with high drug prices. After 
two years of hearings on these issues, Congress adopted the 1962 Drug Amendments, 

2 
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which included a provision requiring manufacturers of drug products to establish a drug's 
effectiveness by "substantial evidence." Substantial evidence was defined in section 
505( d) of the Act as "evidence consisting of adequate and well-controlled investigations, 
including clinical investigations, by experts qualified by scientific training and experience 
to evaluate the effectiveness ofthe drug involved, on the basis of which it could fairly and 
responsibly be concluded by such experts that the drug will have the effect it purports or is 
represented to have under the conditions of use prescribed, recommended, or suggested in 
the labeling or proposed labeling thereof." 

Since the 1962 Amendments added this provision to the statute, discussions have ensued 
regarding the quantity and quality of the evidence needed to establish effectiveness. With 
regard to quantity, it has been FDA's position that Congress generally intended to require 
at least two adequate and well-controlled studies, each convincing on its own, to establish 
effectiveness. (See e.g., Final Decision on Benylin, 44 FR 51512, 518 (August 31, 1979); 
Warner-Lambert Co. V Heckler, 787 F. 2d 147 (3d Cir. 1986)). FDA's position is based 
on the language in the statute4 and the legislative history of the 1962 amendments. 
Language in a Senate report suggested that the phrase "adequate and well-controlled 
investigations" was designed not only to describe the quality of the required data but the 
"quantum" of required evidence. (S. Rep. No. 1744, Part 2, 87th Cong. 2d Sess. 6 
(1962)) 

Nevertheless, FDA has been flexible within the limits imposed by the congressional 
scheme, broadly interpreting the statutory requirements to the extent possible where the 
data on a particular drug were convincing. In some cases, FDA has relied on pertinent 
information from other adequate and well-controlled studies of a drug, such as studies of 
other doses and regimens, of other dosage forms, in other stages of disease, in other 
populations, and of different endpoints, to support a single adequate and well-controlled 
study demonstrating effectiveness of a new use. In these cases, although there is only one 
study of the exact new use, there are, in fact, multiple studies supporting the new use, and 
expert judgment could conclude that the studies together represent substantial evidence of 
effectiveness. In other cases, FDA has relied on only a single adequate and well-
controlled efficacy study to support approval - generally only in cases in which a single 
multicenter study of excellent design provided highly reliable and statistically strong 
evidence of an important clinical benefit, such as an effect on survival, and a confirmatory 
study would have been difficult to conduct on ethical grounds. 

In section 115(a) of the Modernization Act, Congress amended section 505(d) of the Act 
to make it clear that the Agency may consider "data from one adequate and well-
controlled clinical investigation and confirmatory evidence" to constitute substantial 

4 Section 505(d) of the Act uses the plural form in defining "substantial evidence" as "adequate and well-
controlled investigation~, including clinical investigation~." See also use of"investigations" in section 505(b) of the 
Act, which lists the contents of a new drug application. 
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evidence if FDA determines that such data and evidence are sufficient to establish 
effectiveness. In making this clarification, Congress confirmed FDA's interpretation of the 
statutory requirements for approval and acknowledged the Agency's position that there 
has been substantial progress in the science of drug development resulting in higher quality 
clinical trial data. 

Biologics. Biological products are approved under authority of section 351 of the 
Public Health Service Act (PHS Act) (42 U.S.C.§ 262). Under section 351, as in effect 
since 1944, licenses for biologics have been issued only upon a showing that the products 
meet standards designed to ensure the "continued safety, purity, and potency" of the 
products. Potency has long been interpreted to include effectiveness (21 CFR 600.3(s)). 
In 1972, FDA initiated a review of the safety and effectiveness of all previously licensed 
biologics. The Agency stated then that proof of effectiveness would consist of controlled 
clinical investigations as defined in the provision for "adequate and well-controlled 
studies" for new drugs (21 CFR 314.126), unless waived as not applicable to the 
biological product or essential to the validity of the study when an alternative method is 
adequate to substantiate effectiveness (21 CFR 601.25 (d) (2)). One such adequate 
alternative was identified to be serological response data where a previously accepted 
correlation with clinical effectiveness exists. As with nonbiological drug products, FDA 
has approved biological products based on single, multicenter studies with strong results. 

Although section 123(a) ofthe Modernization Act amended section 351 ofthe PHS Act 
to make it clear that separate licenses are not required for biological products and the 
establishments at which the products are made, the evidentiary standard for a biological 
product was not changed: the product must be shown to be "safe, pure, and potent" 
(section 351 (a)(2) ofthe PHS Act as amended). In the Modernization Act (section 
123(f)) Congress also directed the agency to take measures to "minimize differences in the 
review and approval" of products required to have approved BLAs under section 351 of 
the PHS Act and products required to have approved NDAs under section 505(b)(l) of 
the FDC Act. 

B. Scientific Basis for the Legal Standard 

The usual requirement for more than one adequate and well-controlled investigation 
reflects the need for independent substantiation of experimental results. A single clinical 
experimental finding of efficacy, unsupported by other independent evidence, has not 
usually been considered adequate scientific support for a conclusion of effectiveness. The 
reasons for this include the following. 

• Any clinical trial may be subject to unanticipated, undetected, systematic biases. 
These biases may operate despite the best intentions of sponsors and investigators, 
and may lead to flawed conclusions. In addition, some investigators may bring 
conscious biases to evaluations. 
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forty. 

• The inherent variability in biological systems may produce a positive trial result by 
chance alone. This possibility is acknowledged, and quantified to some extent, in 
the statistical evaluation of the result of a single efficacy trial. It should be noted, 
however, that hundreds of randomized clinical efficacy trials are conducted each 
year with the intent of submitting favorable results to FDA. Even if all drugs tested 
in such trials were ineffective, one would expect one in forty of those trials to 
"demonstrate" efficacy by chance alone at conventional levels of statistical 
significance.5 It is probable, therefore, that false positive findings (i.e., the chance 
appearance of efficacy with an ineffective drug) will occur and be submitted to 
FDA as evidence of effectiveness. Independent substantiation of a favorable result 
protects against the possibility that a chance occurrence in a single study will lead 
to an erroneous conclusion that a treatment is effective. 

• Results obtained in a single center may be dependent on site or investigator 
specific factors (e.g., disease definition, concomitant treatment, diet). In such 
cases, the results, although correct, may not be generalizable to the intended 
population. This possibility is the primary basis for emphasizing the need for 
independence in substantiating studies. 

• Rarely, favorable efficacy results are the product of scientific fraud. 

Although there are statistical, methodologic, and other safeguards to address the identified 
problems, they are often inadequate to address these problems in a single trial. 
Independent substantiation of experimental results addresses such problems by providing 
consistency across more than one study, thus greatly reducing the possibility that a biased, 
chance, site-specific, or fraudulent result will lead to an erroneous conclusion that a drug 
is effective. 

The need for independent substantiation has often been referred to as the need for 
replication of the finding. Replication may not be the best term, however, as it may imply 
that precise repetition of the same experiment in other patients by other investigators is the 
only means to substantiate a conclusion. Precise replication of a trial is only one of a 
number of possible means of obtaining independent substantiation of a clinical finding and, 
at times, can be less than optimal as it could leave the conclusions vulnerable to any 
systematic biases inherent to the particular study design. Results that are obtained from 
studies that are of different design and independent in execution, perhaps evaluating 
different populations, endpoints, or dosage forms, may provide support for a conclusion of 
effectiveness that is as convincing as, or more convincing than, a repetition of the same 
study. 

5 p-value = 0.05, two-tailed, which implies an error rate in the efficacy (false positive) tail of0.025 or one in 
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C. The Quantity of Evidence to Support Effectiveness 

The following three sections provide guidance on the quantity of evidence needed in 
particular circumstances to establish substantial evidence of effectiveness. Section 1 
addresses situations in which effectiveness of a new use may be extrapolated entirely from 
existing efficacy studies. Section 2 addresses situations in which a single adequate and 
well-controlled study of a specific new use can be supported by information from other 
related adequate and well-controlled studies, such as studies in other phases of a disease, 
in closely related diseases, of other conditions of use (different dose, duration of use, 
regimen), of different dosage forms, or of different endpoints. Section 3 addresses 
situations in which a single multicenter study, without supporting information from other 
adequate and well-controlled studies, may provide evidence that a use is effective. 

In each of these situations, it is assumed that any studies relied on to support effectiveness 
meet the requirements for adequate and well-controlled studies in 21 CFR 314.126. It 
should also be appreciated that reliance on a single study of a given use, whether alone or 
with substantiation from related trial data, leaves little room for study imperfections or 
contradictory (nonsupportive) information. In all cases, it is presumed that the single 
study has been appropriately designed, that the possibility of bias due to baseline 
imbalance, unblinding, post-hoc changes in analysis, or other factors is judged to be 
minimal, and that the results reflect a clear prior hypothesis documented in the protocol. 
Moreover, a single favorable study among several similar attempts that failed to support a 
finding of effectiveness would not constitute persuasive support for a product use unless 
there were a strong argument for discounting the outcomes in the studies that failed to 
show effectiveness (e.g., study obviously inadequately powered or lack of assay sensitivity 
as demonstrated in a three-arm study by failure of the study to show efficacy of a known 
active agent). 

Whether to rely on a single study to support an effectiveness determination is not often an 
issue in contemporary drug development. In most drug development situations, the need 
to find an appropriate dose, to study patients of greater and lesser complexity or severity 
of disease, to compare the drug to other therapy, to study an adequate number of patients 
for safety purposes, and to otherwise know what needs to be known about a drug before it 
is marketed will result in more than one adequate and well-controlled study upon which to 
base an effectiveness determination. 

This guidance is not intended to provide a complete listing of the circumstances in which 
existing efficacy data may provide independent substantiation of related claims; rather, it 
provides examples of the reasoning that may be employed. The examples are applicable 
whether the claim arises in the original filing of an NDA or BLA, or in a supplemental 
application. 
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1. Extrapolation from Existing Studies 

In certain cases, effectiveness of an approved drug product for a new indication, or 
effectiveness of a new product, may be adequately demonstrated without 
additional adequate and well-controlled clinical efficacy trials. Ordinarily, this will 
be because other types of data provide a way to apply the known effectiveness to a 
new population or a different dose, regimen or dosage form. The following are 
examples of situations in which effectiveness might be extrapolated from efficacy 
data for another claim or product. 

a. Pediatric uses 

The rule revising the Pediatric Use section of product labeling (21 CFR 
201.57(f)(9)(iv)) makes allowance for inclusion ofpediatric use 
information in labeling without controlled clinical trials of the use in 
children. In such cases, a sponsor must provide other information to 
support pediatric use, and the Agency must conclude that the course of the 
disease and the effects of the drug are sufficiently similar in the pediatric 
and adult populations to permit extrapolation from adult efficacy data to 
pediatric patients. Evidence that could support a conclusion of similar 
disease course and similar drug effect in adult and pediatric populations 
includes evidence of common pathophysiology and natural history of the 
disease in the adult and pediatric populations, evidence of common drug 
metabolism and similar concentration-response relationships in each 
population, and experience with the drug, or other drugs in its therapeutic 
class, in the disease or condition or related diseases or conditions. 
Examples in which pediatric use labeling information has been extrapolated 
from adult efficacy data include ibuprofen for pain and loratidine for 
seasonal allergic rhinitis. 

b. Bioequivalence 

The effectiveness of alternative formulations and new dosage strengths may 
be assessed on the basis of evidence of bioequivalence. 

c. Modified-release dosage forms 

In some cases, modified release dosage forms may be approved on the 
basis of pharmacokinetic data linking the new dosage form to a previously 
studied immediate-release dosage form. Because the pharmacokinetic 
patterns of modified-release and immediate-release dosage forms are not 
identical, it is generally important to have some understanding of the 
relationship of blood concentration to response, including an understanding 
of the time course of that relationship, to extrapolate the immediate-release 
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data to the modified-release dosage form. 

d. Different doses, regimens, or dosage forms 

Dose-response relationships are generally continuous such that information 
about the effectiveness of one dose, dosage regimen, or dosage form is 
relevant to the effectiveness of other doses, regimens, or dosage forms. 
Where blood levels and exposure are not very different, it may be possible 
to conclude that a new dose, regimen, or dosage form is effective on the 
basis of pharmacokinetic data alone. Even if blood levels are quite 
different, if there is a well-understood relationship between blood 
concentration and response, including an understanding of the time course 
of that relationship, it may be possible to conclude that a new dose, 
regimen, or dosage form is effective on the basis of pharmacokinetic data 
without an additional clinical efficacy trial. In this situation, 
pharmacokinetic data, together with the well-defined 
pharmacokinetic/pharmacodynamic (PK/PD) relationship, are used to 
translate the controlled trial results from one dose, regimen, or dosage 
form to a new dose, regimen, or dosage form (See also section II.C.2.a). 

2. Demonstration of Effectiveness by a Single Study of a New Use, with 
Independent Substantiation From Related Study Data 

The discussion that follows describes specific examples in which a single study of a 
new use, with independent substantiation from study data in related uses, could 
provide evidence of effectiveness. In these cases, the study in the new use and the 
related studies support the conclusion that the drug has the effect it is purported to 
have. Whether related studies are capable of substantiating a single 
study of a new use is a matter of judgment and depends on the quality and 
outcomes of the studies and the degree of relatedness to the new use. 

a. Different doses, regimens, or dosage forms 

As discussed in Sections II.C.l.d, it may be possible to conclude that a new 
dose, regimen, or dosage form is effective on the basis of pharmacokinetic 
data without an additional clinical efficacy trial where blood levels and 
exposure are not very different or, even if quite different, there is a well-
understood relationship between blood concentration and response. Where 
the relationship between blood concentration and response is not so well 
understood and the pharmacokinetics of the new dose, regimen, or dosage 
form differ from the previous one, clinical efficacy data will likely be 
necessary to support effectiveness of a new regimen. In this case, a single 
additional efficacy study should ordinarily be sufficient. For example, a 
single controlled trial was needed to support the recent approval of a once 
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daily dose of risperidone because the once daily and twice daily regimens 
had different pharmacokinetics and risperidone 's PKIPD relationship was 
not well understood. 

b. Studies in other phases of the disease 

In many cases, therapies that are effective in one phase of a disease are 
effective in other disease phases, although the magnitude of the benefit and 
benefit-to-risk relationship may differ in these other phases. For example, 
if a drug is known to be effective in patients with a refractory stage of a 
particular cancer, a single adequate and well-controlled study of the drug in 
an earlier stage of the same tumor will generally be sufficient evidence of 
effectiveness to support the new use. 

c. Studies in other populations 

Often, responses in subsets of a particular patient population are 
qualitatively similar to those in the whole population. In most cases, 
separate studies of effectiveness in demographic subsets are not needed 
(see also discussion of the pediatric population in section II.C.l.a) 
However, where further studies are needed, a single study would ordinarily 
suffice to support effectiveness in age, race, gender, concomitant disease, 
or other subsets for a drug already shown to be generally effective in a 
condition or to be effective in one population. For example, a single study 
was sufficient to support tamoxifen use in breast cancer in males. 

d. Studies in combination or as monotherapy 

For a drug known to be effective as monotherapy, a single adequate and 
well-controlled study is usually sufficient to support effectiveness of the 
drug when combined with other therapy (as part of a multidrug regimen or 
in a fixed-dose combination). Similarly, known effectiveness of a drug as 
part of a combination (i.e., its contribution to the effect of the combination 
is known) would usually permit reliance on a single study of appropriate 
design to support its use as monotherapy, or as part of a different 
combination, for the same use. For example, a single study of a new 
combination vaccine designed to demonstrate adequate immune response 
will ordinarily provide sufficient evidence of effectiveness if the new 
combination contains products or antigens already proven to be effective 
alone or in other combinations. These situations are common for 
oncologic and antihypertensive drugs, but occur elsewhere as well. 

9 

AMN1047 
IPR of Patent No. 7,919,499



e. Studies in a closely related disease 

Studies in etiologically or pathophysiologically related conditions, or 
studies of a symptom common to several diseases (e.g., pain) can support 
each other, allowing initial approval of several uses or allowing additional 
claims based on a single adequate and well-controlled study. For example, 
certain anti-coagulant or anti-platelet therapies could be approved for use 
in two different settings based on individual studies in unstable 
angina/acute coronary syndrome and in the postangioplasty state. Because 
the endpoints studied and the theoretical basis for use of an anti-coagulant 
or anti-platelet drug are similar, each study supports the other for each 
claim. Similarly, single analgesic studies in several painful conditions 
would ordinarily be sufficient to support either a general analgesic 
indication or multiple specific indications. The recent approval of 
lamotrigine for treatment ofLennox-Gastaut Syndrome (a rare, largely 
pediatric, generalized seizure disorder) was based on a 
single adequate and well-controlled trial, due in part to related data 
showing efficacy of the drug in partial-onset seizures in adults. 

f. Studies in less closely related diseases, but where the general 
purpose of therapy is similar 

Certain classes of drug therapy, such as antimicrobials and antineoplastics, 
are appropriate interventions across a range of different diseases. For 
therapies of this type, evidence of effectiveness in one disease could 
provide independent substantiation of effectiveness in a quite different 
disease. For example, it is possible to argue that evidence of effectiveness 
of an antimicrobial in one infectious disease setting may support reliance on 
a single study showing effectiveness in other settings where the causative 
pathogens, characteristics of the site of infection that affect the disease 
process (e.g., structure and immunology) and patient population are 
similar.6 Similarly, for an oncologic drug, evidence of effectiveness in one 
or more tumor types may support reliance on a single study showing 
effectiveness against a different kind of tumor, especially if the tumor types 
have a common biological origin. 

g. Studies of different clinical endpoints 

Demonstration of a beneficial effect in different studies on two different 
clinically meaningful endpoints could cross-substantiate a claim for 

6 See Division of Anti-Infective Drug Products: Points to Consider in the Clinical Development and Labeling 
of Anti-Infective Drug Products, October 1992. 
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effectiveness for each outcome. For example, the initial claim for 
effectiveness of enalapril for heart failure was supported by one study 
showing symptom improvement over several months and a second study 
showing improved survival in a more severely ill population. The two 
different findings, each from an adequate and well-controlled study, led to 
the conclusion that enalapril was effective in both treating symptoms and 
improving survival. 

h. Pharmacologic/pathophysiologic endpoints 

When the pathophysiology of a disease and the mechanism of action of a 
therapy are very well understood, it may be possible to link specific 
pharmacologic effects to a strong likelihood of clinical effectiveness. A 
pharmacologic effect that is accepted as a validated surrogate endpoint can 
support ordinary approval (e.g., blood pressure effects, cholesterol-
lowering effects) and a pharmacologic effect that is considered reasonably 
likely to predict clinical benefit can support accelerated approval under the 
conditions described in 21 CPR 314 Subpart H and 21 CPR 601 Subpart E 
(e.g., CD4 count and viral load effects to support effectiveness of anti-viral 
drugs for HIV infection). When the pharmacologic effect is not considered 
an acceptable effectiveness endpoint, but the linkage between it and the 
clinical outcome is strong, not merely on theoretical grounds but based on 
prior therapeutic experience or well-understood pathophysiology, a single 
adequate and well-controlled study showing clinical efficacy can sometimes 
be substantiated by persuasive data from a well-controlled study or studies 
showing the related pharmacologic effect. 

For example, a single clearly positive trial can be sufficient to support 
approval of a replacement therapy such as a coagulation factor, when it is 
combined with clear evidence that the condition being treated is caused by 
a deficiency of that factor. Demonstration of physical replacement of the 
deficient factor or restoration of the missing physiologic activity provides 
strong substantiation of the clinical effect. The corrective treatment of an 
inborn error of metabolism could be viewed similarly. In the case of 
preventive vaccines, one adequate and well-controlled clinical trial may be 
supported by compelling animal challenge/protection models, human 
serological data, passive antibody data, or pathogenesis information. The 
more evidence there is linking effects on the pharmacologic endpoint to 
improvement or prevention of the disease, the more persuasive the 
argument for reliance on a single clinical efficacy study. 

Note, however, that plausible beneficial pharmacologic effects have often 
not correlated with clinical benefit, and, therefore, caution must be 
observed in relying on a pharmacologic effect as contributing to evidence 
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of effectiveness. For example, pharmacologic effects such as arrhythmia 
suppression by Type 1 antiarrhythmics and increased cardiac output by 
phosphodiesterase inhibitors or beta adrenergic inotropes resulted in 
increased mortality, rather than, as was expected, decreased sudden death 
and improved outcome in heart failure. The reasons for the absence of an 
expected correlation between pharmacologic and clinical effects are diverse 
and can include an incompletely understood relationship between the 
pharmacologic effect and the clinical benefit and the presence of other 
pharmacologic effects attributable to a drug in addition to the effect being 
measured and thought to be beneficial. Generally, the utility of 
pharmacologic outcomes in providing independent substantiation will be 
greatest where there is prior experience with the pharmacologic class. 
Even in this case, however, it is difficult to be certain that a pharmacologic 
effect that correlates with a clinical benefit accounts for all the clinical 
benefit or that other effects are not present and relevant. 

3. Evidence of Effectiveness from a Single Study 

When the effectiveness requirement was originally implemented in 1962, the 
prevailing efficacy study model was a single institution, single investigator, 
relatively small trial with relatively loose blinding procedures, and little attention to 
prospective study design and identification of outcomes and analyses. At present, 
major clinical efficacy studies are typically multicentered, with clear, prospectively 
determined clinical and statistical analytic criteria. These studies are less 
vulnerable to certain biases, are often more generalizable, may achieve very 
convincing statistical results, and can often be evaluated for internal consistency 
across subgroups, centers, and multiple endpoints. 

The added rigor and size of contemporary clinical trials have made it possible to 
rely, in certain circumstances, on a single adequate and well-controlled study, 
without independent substantiation from another controlled trial, as a sufficient 
scientific and legal basis for approval. For example, the approval oftimolol for 
reduction of post-infarction mortality was based on a single, particularly persuasive 
(low p-value), internally consistent, multicenter study that demonstrated a major 
effect on mortality and reinfarction rate. For ethical reasons, the study was 
considered unrepeatable. The Center for Biologics Evaluation and Research has 
also approved a number of products based upon a single .persuasive study. The 
Agency provided a general statement in 1995 describing when a single, multicenter 
study may suffice (60 FR 39181; August 1, 1995), but the Agency has not 
comprehensively described the situations in which a single adequate and well-
controlled study might be considered adequate support for an effectiveness claim, 
or the characteristics of a single study that could make it adequate support for an 
effectiveness claim. 
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Whether to rely on a single adequate and well-controlled study is inevitably a 
matter of judgment. A conclusion based on two persuasive studies will always be 
more secure than a conclusion based on a single, comparably persuasive study. 
For this reason, reliance on only a single study will generally be limited to 
situations in which a trial has demonstrated a clinically meaningful effect on 
mortality, irreversible morbidity, or prevention of a disease with potentially serious 
outcome and confirmation of the result in a second trial would be practically or 
ethically impossible. For example, sequential repetition of strongly positive trials 
that demonstrated a decrease in post-infarction mortality, prevention of 
osteoporotic fractures, or prevention of pertussis would present significant ethical 
concerns. Repetition of positive trials showing only symptomatic benefit would 
generally not present the same ethical concerns. 

The discussion that follows identifies the characteristics of a single adequate and 
well-controlled study that could make the study adequate support for an 
effectiveness claim. Although no one of these characteristics is necessarily 
determinative, the presence of one or more in a study can contribute to a 
conclusion that the study would be adequate to support an effectiveness claim. 

a. Large multicenter study 

In a large multicenter study in which (1) no single study site provided an 
unusually large fraction of the patients and (2) no single investigator or site 
was disproportionately responsible for the favorable effect seen, the study's 
internal consistency lessens concerns about lack of generalizability of the 
finding or an inexplicable result attributable only to the practice of a single 
investigator. If analysis shows that a single 
site is largely responsible for the effect, the credibility of a multicenter 
study is diminished. 

b. Consistency across study subsets 

Frequently, large trials have relatively broad entry criteria and the study 
populations may be diverse with regard to important covariates such as 
concomitant or prior therapy, disease stage, age, gender or race. Analysis 
of the results of such trials for consistency across key patient subsets 
addresses concerns about generalizability of findings to various populations 
in a manner that may not be possible with smaller trials or trials with more 
narrow entry criteria. For example, the timolol postinfarction study 
randomized patients separately within three severity strata. The study 
showed positive effects on survival in each stratum supporting a conclusion 
that the drug's utility was not limited to a particular disease stage (e.g., 
relatively low or high severity). 
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c. Multiple studies in a single study 

Properly designed factorial studies may be analyzed as a series of pairwise 
comparisons, representing, within a single study, separate demonstrations 
of activity of a drug as monotherapy and in combination with another drug. 
This model was successfully used in ISIS II, which showed that for patients 
with a myocardial infarction both aspirin and streptokinase had favorable 
effects on survival when used alone and when combined (aspirin alone and 
streptokinase alone were each superior to placebo; aspirin and 
streptokinase in combination were superior to aspirin alone and to 
streptokinase alone). This represented two separate (but not completely 
independent) demonstrations of the effectiveness of aspirin and 
streptokinase. 

d. Multiple endpoints involving different events 

In some cases, a single study will include several important, prospectively 
identified primary or secondary endpoints, each of which represents a 
beneficial, but different, effect. Where a study shows statistically 
persuasive evidence of an effect on more than one of such endpoints, the 
internal weight of evidence of the study is enhanced. For example, the 
approval of beta-interferon (Betaseron) for prevention of exacerbations in 
multiple sclerosis was based on a single multicenter study, at least partly 
because there were both a decreased rate of exacerbations and a decrease 
in MRI-demonstrated disease activity- two entirely different, but 
logically related, endpoints. 

Similarly, favorable effects on both death and nonfatal myocardial 
infarctions in a lipid-lowering, postangioplasty, or postinfarction study 
would, in effect, represent different, but consistent, demonstrations of 
effectiveness, greatly reducing the possibility that a finding of reduced 
mortality was a chance occurrence. For example, approval of abciximab as 
adjunctive treatment for patients undergoing complicated angioplasty or 
atherectomy was supported by a single study with a strong overall result on 
the combined endpoint (decreased the combined total of deaths, new 
infarctions, and need for urgent interventions) and statistically significant 
effects in separate evaluations of two components of the combined 
endpoint (decreased new infarctions and decreased need for urgent 
interventions). In contrast, a beneficial effect on multiple endpoints that 
evaluate essentially the same phenomenon and correlate strongly, such as 
mood change on two different depression scales or SGOT and CPK levels 
postinfarction, does not significantly enhance the internal weight of the 
evidence from a single trial. 
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Although two consistent findings within a single study usually provide 
reassurance that a positive treatment effect is not due to chance, they do 
not protect against bias in study conduct or biased analyses. For example, 
a treatment assignment not well balanced for important prognostic 
variables could lead to an apparent effect on both endpoints. Thus, close 
scrutiny of study design and conduct are critical to evaluating this type of 
study. 

e. . Statistically very persuasive fmding 

In a multicenter study, a very low p-value indicates that the result is highly 
inconsistent with the null hypothesis of no treatment effect. In some 
studies it is possible to detect nominally statistically significant results in 
data from several centers, but, even where that is not possible, an overall 
extreme result and significance level means that most study centers had 
similar findings. For example, the thrombolysis trials of streptokinase (ISIS 
II, GISSI) had very sizable treatment effects and very low p-values, greatly 
adding to their persuasiveness. Preventive vaccines for infectious 
disease indications with a high efficacy rate (e.g., point estimate of efficacy 
of 80% or higher and a reasonably narrow 95% confidence interval) have 
been approved based on a single adequate and well-controlled trial. 

4. Reliance on a Single, Multicenter Study- Caveats 

While acknowledging the persuasiveness of a single, internally consistent, strong 
multicenter study, it must be appreciated that even a strong result can represent an 
isolated or biased result, especially if that study is the only study suggesting 
efficacy among similar studies. Recently, the apparent highly favorable effect of 
vesnarinone, an inotropic agent, in heart failure ( 60% reduction of mortality in 
what appeared to be a well-designed, placebo-controlled, multicenter trial with an 
extreme p-value) has proven to be unrepeatable. In an attempt to substantiate the 
finding, the same dose of the drug that seemed lifesaving in the earlier study 
significantly increased mortality (by 26%), and a lower dose also appeared to have 
a detrimental effect on survival. Although the population in the second study was, 
on the whole, a sicker population than in the first, the outcomes in similarly sick 
patients in each study were inconsistent so this factor does not explain the 
contradictory results. 

When considering whether to rely on a single multicenter trial, it is critical that the 
possibility of an incorrect outcome be considered and that all the available data be 
examined for their potential to either support or undercut reliance on a single 
multicenter trial. In the case of vesnarinone, there were other data that were not 
consistent with the dramatically favorable outcome in the multicenter study. These 
data seemed to show an inverse dose-response relationship, showed no suggestion 
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of symptomatic benefit, and showed no effect on hemodynamic endpoints. These 
inconsistencies led the Agency, with the advice 
of its Cardio-Renal Advisory Committee, to refuse approval - a decision borne 
out by the results of the subsequent study. 

This example illustrates how inadequacies and inconsistencies in the data, such as 
lack of pharmacologic rationale and lack of expected other effects accompanying a 
critical outcome, can weaken the persuasiveness of a single trial. Although an 
unexplained failure to substantiate the results of a favorable study in a second 
controlled trial is not proof that the favorable study was in error- studies of 
effective agents can fail to show efficacy for a variety of reasons - it is often 
reason not to rely on the single favorable study. 

III. DOCUMENTATION OF THE QUALITY OF EVIDENCE SUPPORTING AN 
EFFECTIVENESS CLAIM 

When submitting the requisite quantity of data to support approval of a new product or new use 
of an approved product, sponsors must also document that the studies were adequately designed 
and conducted. Essential characteristics of adequate and well-controlled trials are described in 
21 CFR 314.126. To demonstrate that a trial supporting an effectiveness claim is adequate and 
well-controlled, extensive documentation of trial planning, protocols, conduct, and data handling 
is usually submitted to the Agency, and detailed patient records are made available at the clinical 
sites. 

From a scientific standpoint, however, it is recognized that the extent of documentation necessary 
depends on the particular study, the types of data involved, and the other evidence available to 
support the claim. Therefore, the Agency is able to accept different levels of documentation of 
data quality, as long as the adequacy of the scientific evidence can be assured. This section 
discusses the factors that influence the extent of documentation needed, with particular emphasis 
on studies evaluating new uses of approved drugs. 

For the purposes of this section, the phrase documentation of the quality of evidence refers to ( 1) 
the completeness of the documentation and (2) the ability to access the primary study data and the 
original study-related records (e.g., subjects' medical records, drug accountability records) for the 
purposes of verifying the data submitted as evidence. These interrelated elements bear on a 
determination of whether a study is adequate and well-controlled. 

In practice, to achieve a high level of documentation, studies supporting claims are ordinarily 
conducted in accordance with good clinical practices (GCPs). Sponsors routinely monitor all 
clinical sites, and FDA routinely has access to the original clinical protocols, primary data, clinical 
site source documents for on-site audits, and complete study reports. 
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However, situations often arise in which studies that evaluate the efficacy of a drug product lack 
the full documentation described above (for example, full patient records may not be available) or 
in which the study was conducted with less monitoring than is ordinarily seen in commercially 
sponsored trials. Such situations are more common for supplemental indications because 
postapproval studies are more likely to be conducted by parties other than the drug sponsor and 
those parties may employ less extensive monitoring and data-gathering procedures than a sponsor. 
Under certain circumstances, it is possible for sponsors to rely on such studies to support 
effectiveness claims, despite less than usual documentation or monitoring. Some of those 
circumstances are described below. 

A. Reliance on Less Than Usual Access to Clinical Data or Detailed Study 
Reports 

FDA's access to primary data has proven to be important in many regulatory decisions. 
There are also reasons to be skeptical of the conclusions of published reports of studies. 
Experience has shown that such study reports do not always contain a complete, or 
entirely accurate, representation of study plans, conduct and outcomes. Outright fraud 
(i.e., deliberate deception) is unusual. However, incompleteness, lack of clarity, 
unmentioned deviation from prospectively planned analyses, or an inadequate description 
of how critical endpoint judgments or assessments were made are common flaws. 
Typically, journal article peer reviewers only have access to a limited data set and 
analyses, do not see the original protocol and amendments, may not know what happened 
to study subjects that investigators determined to be non-evaluable, and thus may lack 
sufficient information to detect critical omissions and problems. The utility of peer review 
can also be affected by variability in the relevant experience and expertise of peer 
reviewers. FDA's experiences with the Anturane Reinfarction Trial, as well as literature 
reports of the efficacy oftacrine and the anti-sepsis HA-lA antibody, illustrate its 
concerns with reliance on the published medical literature. 

Notwithstanding these concerns, the presence of some of the factors discussed below can 
make it possible for FDA to rely on studies for which it has less than usual access to data 
or detailed study reports to partially or entirely (the so-called paper filing) support an 
effectiveness claim. FDA's reliance on a literature report to support an effectiveness claim 
is more likely if FDA can obtain additional critical study details. Section 1 below 
describes additional information that, if available, would increase the likelihood that a 
study could be relied on to support an effectiveness claim. Section 2 describes factors that 
may make efficacy findings sufficiently persuasive to permit reliance on the published 
literature alone. Note that the factors outlined in Section 2 are relevant to an assessment 
of the reliability of literature reports generally, whether alone, or accompanied by other 
important information as discussed in Section 1. 

1. Submission of Published Literature or Other Reports in Conjunction with 
Other Important Information that Enhances the Reliability of the Data 
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If a sponsor wishes to rely on a study conducted by another party and cannot 
obtain the primary data from the study, for most well-conducted studies it is 
possible to obtain other important information, such as a protocol documenting the 
prospective plans for the trial, records of trial conduct and procedures, patient data 
listings for important variables, and documentation of the statistical analysis. FDA 
has considerable experience evaluating large multicenter outcome studies 
sponsored by U.S. and European government agencies (NIH, British Medical 
Research Council) and private organizations (the ISIS studies, the SAVE study) 
for which there was limited access to primary study data, but for which other 
critical information was available. Providing as many as possible of the following 
important pieces of information about a study, in conjunction with the published 
report, can increase the likelihood that the study can be relied on to support an 
effectiveness claim: 

a. The protocol used for the study, as well as any important protocol 
amendments that were implemented during the study and their relation to 
study accrual or randomization. 

b. The prospective statistical analysis plan and any changes from the 
original plan that occurred during or after the study, with particular note of 
which analyses were performed pre- and post-unblinding. 

c. Randomization codes and documented study entry dates for the 
subjects. 

d. Full accounting of all study subjects, including identification of any 
subjects with on-treatment data who have been omitted from analysis and 
the reasons for omissions, and an analysis of results using all subjects with 
on-study data. 

e. Electronic or paper record of each subject' s data for critical 
variables and pertinent baseline characteristics. Where individual subject 
responses are a critical variable (e.g., objective responses in cancer 
patients, clinical cures and microbial eradications in infectious disease 
patients, death from a particular cause), detailed bases for the assessment, 
such as the case report, hospital records, and narratives, should be 
provided when possible. 

f. Where safety is a major issue, complete information for all deaths 
and drop-outs due to toxicity. For postapproval supplemental uses, 
however, there is generally less need for the results of lab tests or for 
details of adverse event reports and, consequently, much more limited 
documentation may be sufficient (e.g., only for unexpected deaths and 
previously undescribed serious adverse effects). Exceptions to this 
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approach would include situations in which the population for the 
supplemental use is so different that existing safety information has limited 
application (e.g., thrombolysis in stroke patients versus myocardial 
infarction patients) or where the new population presents serious safety 
concerns (e.g., extension of a preventive vaccine indication from young 
children to infants). 

2. Submission of Published Literature Reports Alone 

The following factors increase the possibility of reliance on published reports alone 
to support approval of a new product or new use: 

a. Multiple studies conducted by different investigators where each of 
the studies clearly has an adequate design and where the findings across 
studies are consistent. 

b. A high level of detail in the published reports, including clear and 
adequate descriptions of statistical plans, analytic methods (prospectively 
determined), and study endpoints, and a full accounting of all enrolled 
patients. 

c. Clearly appropriate endpoints that can be objectively assessed and 
are not dependent on investigator judgment (e.g., overall mortality, blood 
pressure, or microbial eradication). Such endpoints are more readily 
interpreted than more subjective endpoints such as cause-specific mortality 
or relief of symptoms. 

d. Robust results achieved by protocol-specified analyses that yield a 
consistent conclusion of efficacy and do not require selected post hoc 
analyses such as covariate adjustment, subsetting, or reduced data sets 
(e.g., analysis of only responders or compliant patients, or of an "eligible" 
or "evaluable" subset). 

e. Conduct of studies by groups with properly documented operating 
procedures and a history of implementing such procedures effectively. 

There have been approvals based primarily or exclusively on published reports. 
Examples include the initial approval of secretin for evaluation of pancreatic 
function and recent approvals of bleomycin and talc for malignant pleural effusion 
and doxycycline for malaria. 
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B. Reliance on Studies with Alternative, Less Intensive Quality Control/On-Site 
Monitoring 

Industry-sponsored studies typically use extensive on-site and central monitoring and 
auditing procedures to assure data quality. Studies supported by other sponsors may 
employ less stringent procedures and may use no on-site monitoring at all. An 
International Conference on Harmonisation guideline on good clinical practices/ recently 
accepted internationally, emphasizes that the extent of monitoring in a trial should be 
based on trial-specific factors (e.g., design, complexity, size, and type of study outcome 
measures) and that different degrees of on-site monitoring can be appropriate. In recent 
years, many credible and valuable studies conducted by government or independent study 
groups, often with important mortality outcomes, had very little on-site monitoring. 
These studies have addressed quality control in other ways, such as by close control and 
review of documentation and extensive guidance and planning efforts with investigators. 
There is a long history of reliance on such studies for initial approval of drugs as well as 
for additional indications. Factors that influence whether studies with limited or no 
monitoring may be relied on include the following: 

1. The existence of a prospective plan to assure data quality. 

2. Studies that have features that make them inherently less susceptible to 
bias, such as those with relatively simple procedures, noncritical entry criteria, and 
readily assessed outcomes. 

3. The ability to sample critical data and make comparisons to supporting 
records (e.g., hospital records). 

4. Conduct of the study by a group with established operating procedures and 
a history of implementing such procedures effectively. 

7 International Conference on Harmonisation Guidance for Industry E6, Good Clinical Practice: Consolidated 
Guideline, April1996. 
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3. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS 
Table 1: Abbreviations 

Abbreviation Definition 

AE adverse event 

ANCOVA analysis of covariance 

ASI Addiction Severity Index 

BDI Beck Depression Inventory 

CGI Clinical Global Impression scale 

CRF case report form 

DSM-IV-TR Diagnostic and Statistical Manual of Mental 
Disorders, Fourth Edition, Text Revision 

ECG electrocardiogram 

EQ-SD Euro-Qol Health Questionnaire 

FAS full analysis set 

IDC Individual Drug Counseling 

IM intramuscular 

ITT intent-to-treat 

LOCF last observation carried forward 

MADRS Montgomery-Asberg Depression Rating Scale 

MedDRA Medical Dictionary for Regulatory Activities 

PPS per protocol set 

QOL Quality of Life 

RAB Risk Assessment Battery 

SAP statistical analysis plan 

SAE serious adverse event 

SD standard deviation 

SFHUQ Social Functioning and Healthcare Utilization 
Questionnaire 

TEAE treatment-emergent adverse event 

TLFB Timeline FollowBack 
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4. INTRODUCTION 

Vivitrol® 
Alkermes, Inc. 

ALK21-013 

ALK21-013 is a Phase 3, randomized, placebo-controlled, double-blind, multi-center 
confirmatory study to evaluate the efficacy and safety ofVivitrol® in opioid dependent adults. 
This study is being conducted in 2 parts: Part A and Part B. Part A will be a double-blind, 
placebo-controlled assessment of efficacy and safety. After completing Part A, subjects will 
continue to Part B. Part B will be an open-label extension to assess long-term (up to 1.5 years) 
durability of effect, health economics, and quality of life (QOL ). During Part A, eligible subjects 
will be randomized to receive 6 injections of either VIVITROL 380 mg or placebo, 
approximately 28 days apart for 24 weeks. After completing Part A subjects will continue to 
Part B. During Part B, each subject will receive 13 additional injections ofVIVITROL 380 mg 
in an open-label fashion, for approximately 52 weeks. Thus, subjects who received placebo 
during Part A will cross over to VIVITROL during Part B. 

The purpose of this statistical analysis plan (SAP) is to ensure the credibility of study outcomes 
by pre-specifying the statistical methods and data handling conventions for key analyses. In 
conformity with study design, data analyses will be conducted in two stages. Primary analysis to 
evaluate the clinical efficacy of24 weeks of treatment with VIVITROL versus placebo will be 
conducted once all subjects complete Part A of the study. Following completion of the entire 
study (Part A and B), all remaining data will be analyzed to explore the durability of effect, long 
term safety, and health economic and QOL outcomes. 

The primary objective of this SAP is to pre-specify the unblinded analysis of double-blind Part A 
data. 

The SAP was amended to incorporate recommendations made by FDA after reviewing the initial 
version (dated 30JAN2009). Two revisions were made: 

1. Opioid use during the treatment period will be determined using weekly urine drug tests 
incorporating self-reported drug use from TLFB data (see Section 8.1.1). 

2. To seek claims based on secondary efficacy outcomes, a hierarchical testing procedure 
will be used to control the Type I error (see Section 6.5). 

In addition, appropriate revisions were made to reflect the extension of the duration of open-label 
phase, Part B, from 7 additional doses to 13 doses, by the fifth protocol amendment finalized on 
04JUN2009. 
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5. STUDY OVERVIEW 

5.1. Study Objectives 

5.1.1. Primary Objective 

Alkermes, Inc. 
Vivitrol® ALK21-013 

The primary objective of this study is to evaluate the clinical efficacy of24 weeks of treatment 
with VIVITROL versus placebo administered to adults with opioid dependence every 4 weeks 
after completion of opioid detoxification. 

5.1.2. Secondary Objectives 

A secondary objective of this study is to evaluate the clinical safety ofVIVITROL administered 
every 4 weeks for up to 1.5 years for the treatment of opioid dependence. 

An additional secondary objective of this study is to assess long-term (up to 1.5 years) durability 
of effect of monthly VIVITROL administration as a treatment for opioid dependence. 

5.1.3. Exploratory Objective 

An exploratory objective of this study is to assess long-term (up to 1.5 years) health economics 
and QOL outcomes with monthly VIVITROL administration as a treatment for opioid 
dependence. 

5.2. Study Design 
The study is currently being conducted at 13 sites in Russia. The total planned enrollment is 250 
adult (18 years of age or older) subjects who have been diagnosed with opioid dependence, based 
on the criteria ofthe Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text 
Revision (DSM-IV-TR). Subjects must be completing or have recently completed up to 30 days 
of inpatient treatment for opioid detoxification, and have been off all opioid (including 
buprenorphine and methadone) for at least 7 days. Female subjects who are pregnant or 
breastfeeding and subjects with clinically significant medical conditions are excluded from 
participation. See Section 5 of the protocol for detailed list of inclusion and exclusion criteria. 

The study will be conducted in two parts: Part A- a double-blind, placebo-controlled assessment 
of efficacy and safety; and Part B-an open-label extension to assess long-term (up to 1.5 years) 
durability of effect, health economics, and QOL. 

5.2.1. Part A, Double-Blind Placebo-Controlled Phase 

Part A is a double-blind, placebo-controlled assessment of efficacy and safety over a 24-week 
treatment period. Approximately 250 subjects will be randomized to receive 6 intramuscular 
(IM) injections of either VIVITROL 380 mg or placebo in a 1:1 ratio. Injections are 
administered approximately 4 weeks apart. Randomization is performed using an interactive 
voice response system (IVRS), and is stratified by site and gender. The first dose of study 
medication is administered on the day of, or within 1 week after discharge from inpatient 
treatment for opioid detoxification. 
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At the end of Part A, unblinded data analyses will be performed to assess the efficacy and safety 
of24 weeks of treatment with VIVITROL versus placebo. 

5.2.2. Part B, Open-Label Phase 

Subjects who complete Part A will continue to Part B and receive 13 additional IM injection of 
VIVITROL 380 mg in an open-label fashion. Those subjects who receive placebo during Part A 
will cross over to receive VIVITROL during Part B. 

5.3. Endpoints 

5.3.1. Efficacy Endpoints 

The primary endpoint to determine the clinical efficacy ofVIVITROL for opioid dependence is 
the response profile based on the rate of urine drug tests that are negative for opioids during the 
last 20 weeks of the 24-week double-blind treatment period. The rate of negative urine drug 
tests will be calculated per subject as a percent of scheduled weekly tests. The response profile 
per treatment arm will be generated as a cumulative density function of the percent negative drug 
tests. 

Secondary efficacy endpoints are: 

• Study retention during the double-blind period 

• Craving score 

• Incidence of physiologic opioid dependence (physiologic dependence is defined as a 
positive naloxone challenge) 

• Percent of self-reported opioid-free days from Timeline FollowBack (TLFB) data 

5.3.2. Safety Endpoints 

The safety ofVIVITROL will be assessed with following endpoints: 

• Incidence of treatment-emergent adverse events (TEAEs) and laboratory 
abnormalities 

• Laboratory test results 

• Vital signs 

• Electrocardiogram (ECG) findings 

• Injection site assessments 

5.3.3. Exploratory Endpoints 

Long-term (up to 1.5 years) health economics and QOL outcomes with monthly VIVITROL 
administration as a treatment for opioid dependence will be explored with responses to following 
questionnaires: 

• Social Functioning and Healthcare Utilization Questionnaire (SFHUQ) 

• Addiction Severity Index (ASI) 
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• SF-36vfM 

• Euro-Qol (EQ-5D) 

Vivitrol® 

• Revised Clinical Global Impression (CGI) scale 

• Risk Assessment Battery (RAB) 

5.4. Sample Size Considerations 

Alkermes, Inc. 
ALK21-013 

A re-analysis of data from a placebo-controlled Phase II study of oral naltrexone for opioid 
dependence, which was conducted in Russia, resulted in mean (SD) of percent opioid-negative 
urine tests of 48.7 (37.8) for 97 subjects who received oral naltrexone for 6 months compared to 
24.6 (31.2) for 95 subjects who were treated with placebo. The projected sample size of the 
current study will provide sufficient power to detect a smaller treatment effect assuming a higher 
placebo effect with the extended-release formulation. A sample size of 125 subjects per 
treatment group in the proposed study will provide 85% and 96% power to detect an effect size 
of Cohen's d=0.4 and 0.5, respectively, by a Wilcoxon rank-sum test at a 0.05 two-sided 
significance level. 

5.5. Schedule of Assessments and Data Collection 
The study flow chart with the schedule of assessments for Part A is presented in Table 2. 
Table 3 presents the study flow chart for Part B. 
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Table 2: Study Flow Chart for Part A 

Visit 
1 a 2" 3-5, 7-9, 11-13, 15-

17, 19-21, 23-25 
-14 to 0 7, 14, 21, 35, 42, 

Day -2 49, 63, 70, 77, 91, 
98, 105, 119, 126, 
133,147,154,161 

Procedure 
Informed Consent X 
Demographics, height X 
Medical history X" 
Concomitant medication X X X 
Naloxone challenge X xo 
Physical examination, ECG xc 
Vital sign measurement X X X 
Weight X X 
Human immunodeficiency virus (HIV) 
antibody test X 
Urine drug testing X X X 
Urine pregnancy test ct X X 
Biochemistry, hematology, 
urinalysis samples X 
Confirmation of eligibility X 
Randomization X 
IDC X x• 
BDI,MADRS X 
Revised CGI scale, ASI, RAB X 
SF-36v2 

X 
SF-36v2 Questions #5 and #9 only 

X 
EQ-5D X 
SFHUQ X 
TLFB X X X 
Opiate craving scale X X X 
AE assessment X X X 
Injection site assessment X 
Administration of study drug X 
Distribution of Part A emergency 
treatment card X 
Confirmation of emergency treatment card 
possession X 
Collection of emergency treatment card 

6, 10, 14, 18, 22 

28, 56, 84, 112, 
140 

X 
xo 

X 
X 

X 
X 

X 

X 

X 
(Visit 14 only) 

X 
(Every visit 

except Visit 14) 

X 
X 
X 
X 
X 
X 

X 

. . a. Including documentation of DSM-IV-TR op101d dependence and number of detox1ficat1ons 1n the past 12 months . 
b. A naloxone challenge will be performed if the urine drug test is positive for opioids. 

Alkermes, Inc. 
ALK21-013 

26 (Part A) 

168 

X 
X 
X 
X 
X 

X 
X 

X 

X 

X 

X 

X 
X 
X 
X 
X 
X 

X 

c. Includes waist circumference and hip circumference measurements. Note: waist and hip circumference measurements were 
added to the screening examination procedures with the approval of Protocol Amendment #2. For subjects who completed the 
screening examination (Visit 1) prior to the approval of Amendment #2, waist and hip circumference measurements should be 
collected at the next scheduled visit. 
d. For women of childbearing potential only. 
e. At Visits 4, 8, 12, 16, 20, and 24 only. 
f. At screening (Visit 1) TLFB data will be collected for the previous 60 days. At all other visits, TLFB data will be collected since 
the last visit. 
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Table 3: Study Flow Chart for Part B 
Visit 26 (Part B) a 

Day 168 
Procedure 
Physical examination, ECG 

Concomitant medication 
Vital signs, weight 
Urine pregnancy test b 

Urine drug testing 
Naloxone challenge 
Biochemistry, hematology, urinalysis samples 
IDC 
Revised CGI scale, ASI, RAB 

SF-36v2 

SF-36v2 Questions #5 and #9 

EQ-5D 

SFHUQ 
TLFB 
Opiate craving scale 
AE assessment 
Injection site assessment 
Administration ofVIVITROL 380 mg X 
Distribution of Part B emergency 
treatment card X 
Confirmation of emergency treatment card 
possession 
Collection of emergency treatment card 

Alkermes, Inc. 
ALK21 -013 

27 through 38 39 
196 through 504 532 

X 
(Visit 32, only) X 

X X 
X X 
X X 
X X 
xc X 

X(Visits 27, 30, 33, and 36 only) X 
X X 
X 

(Visit 32 only) X 
X 

(Visit 29, 32, and 36 only) X 
X 

(Every visit except Visit 29, 32, and 36) 
X 

(Visit 29, 32, and 36 only) X 
X X 
X X 
X X 
X X 
X X 
X 

X 
X .. a. Only procedures specific to Pmt B are listed here. Refer to the study flowchart for Part A for additiOnal 

procedures to be conducted at this visit. 
b. For women of childbearing potential only. 
c. A naloxone challenge will be performed if the urine drug test is positive for opioids 

All the data, except laboratory test results will be collected on case report forms (CRF). 
Electronic laboratory test results will be downloaded from the central laboratory. The contract 
research organization, PSI Co. Ltd, will build the database and transfer to Alkermes as SAS® 
datasets for analysis. 
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6. GENERAL ANALYSIS DEFINITIONS 

6.1. Study Periods and Analysis Time Points 

Alkermes, Inc. 
ALK21-013 

By design, this study consists of two periods: Part A (placebo-controlled, double-blind period) 
and Part B (single arm, open-label period), as described in Section 5.2. In conformity with this 
design, the data analyses will take place in two stages: 

1. An analysis of efficacy and safety of the 24-week treatment with either VIVITROL 3 80 
mg or placebo, administered once every 4 weeks, will be conducted using data collected 
during Part A- the randomized, double-blind, placebo-controlled phase of the study. All 
efficacy and safety assessment data collected prior to the administration of study drug 
during Visit 26 (ie, Dose 7 or the first dose in Part B) will be included in this analysis. 
Adverse events with dates of onset after the first injection and prior to seventh injection 
will be included. For subjects who discontinue prior to study drug administration at Visit 
26, all data will be used. Once Part A data for all subjects is collected and verified, and 
outcomes for all key efficacy and safety endpoints are determined, the study will be 
unblinded for this analysis. 

2. Analyses of the long-term (up to 1.5 years) durability of effect, safety, health economics 
and QOL outcomes will be conducted at the end of the entire study using both Part A and 
Part B data. 

All results will be presented in the Clinical Study Report (CSR). 

6.2. Study Baseline 
The day of first study drug administration will be considered as the baseline for this study. The 
last measurements assessed prior to the first injection will be considered as the baseline 
measurements for each clinical parameter. For the majority of clinical parameters, assessments 
preformed at randomization (Visit 2) will provide baseline measurements. For assessments that 
are not scheduled at randomization, the last available assessments will serve as baseline 
measurements. Baseline percent opioid-free days, as reported by TLFB data, will be calculated 
using data for the 30-day period immediately prior to the hospitalization for inpatient opioid 
detoxification treatment before study enrollment. 

6.3. Analysis Sets 
To analyze the efficacy ofVIVITROL in comparison with placebo, the following two sets of 
subjects will be defined (as described in the regulatory guideline, International Conference on 
Harmonisation (ICH) E9: Statistical Principles for Clinical Trials): 

1. Full Analysis Set (FAS) will consist of all randomized subjects who receive at least one 
dose of study drug. This set of subjects will be used for the intent-to-treat (ITT) analysis 
of all efficacy endpoints. Randomized subjects who did not receive study drug will be 
excluded from the full analysis set, and will be documented prior to unblinding the study. 

2. Per Protocol Set (PPS) will be defined as the subset ofF AS who complete first 3 
consecutive months of dosing without a major protocol violation that could affect the 
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interpretation of the primary endpoint. Such violations will include greater than 2-week 
delays in study drug administration and taking prohibited medications during the double-
blind period. Any other unforeseen violations may be considered as reasons for 
exclusion after a blinded review of all protocol violations. This subset of subjects will be 
used to explore efficacy of VIVITROL with adherence to treatment plan. F AS subjects 
excluded from the PPS along with reasons for exclusion will be documented before 
unblinding the study. 

For the analysis of durability of treatment effect, subjects who continued to open-label phase will 
be used. 

Safety and tolerability analysis will be based on all subjects who receive at least one dose of 
study drug (FAS, as defined for efficacy analysis). 

6.4. Tabulating Descriptive Statistics 
Tables will be presented with descriptive statistics summarizing endpoints by treatment group 
and schedule time point. In general, continuous variables will be summarized with N, mean, SD, 
median, quartiles, minimum and maximum. For categorical variables, number and percent of 
subjects in each category will be presented. 

6.5. Statistical Significance and Multiplicity 
All statistical comparisons and confidence limits will be two-sided, and will use the conventional 
a=0.05 as the level of statistical significance. 

To confirm the clinical efficacy ofVIVITROL for the treatment of opioid dependence, the 
primary comparison will be testing the single null hypothesis based on the primary endpoint. 

Additional efficacy claims will be made with following two key secondary endpoints: 

1. Study retention 

2. Opioid craving score 

A hierarchical testing procedure will be used to preserve the family wise error rate with efficacy 
conclusions. The primary endpoint will serve as the gatekeeper and will be tested at the 0.05 
level of significance. Should the primary endpoint achieve statistical significance, these two key 
secondary endpoints will be tested using Bonferroni-Holm method1 to preserve the family wise 
error rate at 0.05. If Pol and P(z) are ordered p-values derived from testing these two secondary 
endpoints, then the adjusted p-values, P(l) and P(z) will be calculated as: 

P(1) = 2 X P(1) 

P(2) = max [Pel)• Pcz)] 

The other two secondary endpoints (as specified in Section 5.3) will be considered supportive 
and be compared at a 0.05 level of significance without adjusting for multiplicity. 
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For safety analyses, no multiplicity adjustment will be made since an analysis without 
multiplicity adjustments will be conservative, and will enhance power to detect untoward effects, 
if present. 

6.6. Handling of Missing Data 
For the primary endpoint, the rate of opioid negative urine drug tests will be calculated using the 
number of scheduled weekly tests (20) as the denominator. All missing urine drug test results 
will be imputed as positive for opioid. These will include missing test results due to early 
termination and failure to provide urine samples according to the study schedule. Calculation 
methods are detailed in Section 8.1.1 . 

For VIVITROL versus placebo comparisons of secondary endpoints during the double-blind 
period, the following imputation methods will be used: 

• Time to dropout will be calculated from baseline to the day of last visit for those who 
discontinue before the first visit of the open-label period (Visit 26). Subjects who 
continue to the open-label period will be censored at the day of the first open-label 
dose (Visit 26). 

• Missing opioid craving scores at weekly visits will be imputed using the last 
observation carried forward (LOCF) method. 

• To determine the incidence of physiological opioid dependence, subjects who drop 
out during the double-blind period will be imputed as positive for naloxone challenge. 

• To calculate the percent of self-reported opioid-free days from TLFB data, missing 
data for the period after discontinuation will be imputed using the baseline rate (the 
rate during the 30 pre-detoxification days). See Section 8.2.4 for details. 

VIVITROL versus placebo comparisons of safety endpoints will be performed using available 
data. Adverse events (AEs) with dates of onset on or after the first injection of study drug will be 
counted as TEAEs. An AE with incomplete timing information (start and stop dates) will be 
excluded if it can be determined explicitly that the AE was present prior to the first injection, 
using available data. Summary tables will present descriptive statistics of laboratory data and 
vitals signs by scheduled visit. An additional row consisting of descriptive statistics of the last 
postdose observation will be included to describe the outcome at the end of treatment.. 

To assess efficacy during the open-label period (Part B), endpoints will not be imputed for those 
who discontinue during the double-blind period (Part A). Efficacy endpoints for Part B will be 
assessed using the imputation methods used for Part A for subjects who enter Part B, ie, who 
receive at least one open-label injection. Safety will be assessed with available data. Incidence 
of AEs for Part B will be calculated using the number of subjects who received at least one open-
label injection as the denominator. 

6.7. Early Termination Follow-up Visit 
The follow-up visit at the end of study (Visit 39; Day 532) will occur approximately 28 days 
after the last scheduled open-label dose. For those who discontinue early, the follow-up visit 
will be performed on the day of discontinuation, and data collected at this visit will be counted as 
assessments made during a scheduled visit, as follows: 
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• If the visit after the subject's last scheduled visit is to be performed a week later, and 
the follow-up visit occurs within 5 to 10 days, then follow-up visit data will be used 
as data for the next scheduled visit. For instance, if a subject discontinues after Day 
21, and the follow-up visit occurs 6 days after Day 21 , then data from the follow-up 
visit will be used as Day 28 assessments. If a subject discontinues after Day 28, and 
the follow-up visit occurs 6 days after Day 28, then the craving score from the follow-
up visit will be used as Day 35 craving score, but labs, vital signs, etc. will not be 
counted for Day 56 data, since those assessments are too early for that visit. Follow-
up visit data outside this window will only be used for LOCF imputations and for the 
last postdose visit analyses . 

• If the visit after the subject's last scheduled visit is to be performed 28 days later, and 
the follow-up visit occurs within 22 to 35 days, then the data from the follow-up visit 
will be used as data for the next scheduled visit. For example, if a subject 
discontinues after Day 224, and the follow-up visit occurs 33 days after Day 224, then 
data from the follow-up visit will be used as Day 252 assessments. Follow-up visit 
data outside this window will only be used for LOCF imputations and for the last 
postdose visit analyses. 

In addition, all follow-up visit data, irrespective of the window of occurrence, will be used for 
LOCF and last postdose analyses, where applicable. 
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7. ANALYSIS OF TREATMENT GROUP COMPARABILITY 

7.1. Subject Disposition 
Subject enrollment, study drug administration, and study discontinuations will be summarized 
overall and by treatment group. Number and percent of subjects discontinued will be presented 
by the reason for discontinuation during the double-blind period and overall study period. 
Distribution of time to discontinuation by treatment group will be displayed in Kaplan-Meier 
plots. 

7.2. Demographic and Baseline Characteristics 
The following demographic and clinically relevant baseline characteristics will be summarized 
for all subjects and by treatment group: 

• Age 

• Sex 

• Race 

• Weight 

• Height 

• Body Mass Index 

• Hip circumference 

• Waist circumference 

• Investigational site 

• Duration of opioid dependence 

• Number of inpatient treatments for opioid detoxification during the past 12 months 
(excluding the most recent one) 

• Duration of the most recent inpatient treatment for opioid detoxification 

• Liver function tests (AL T, AST and bilirubin) 

• Opioid craving score 

• Percent of self-reported opioid-free days during the 30-day period prior to hospitalization 
for detoxification 

• Beck Depression Inventory (BDI) total score 

• Severity of depression as categorized by BDI total score 

• Montgomery-Asberg Depression Rating Scale (MADRS) score 
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Medical history data will be coded using the Medical Dictionary of Regulatory Activities 
(MedDRA) and summarized by System Organ Class and Preferred Term, for all subjects and by 
treatment group. 
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8. ANALYSIS OF EFFICACY 

8.1. Analysis of Primary Endpoint 

8.1.1. Derivation Rules for Primary Endpoint 

During the double-blind phase, urine samples for drug tests are collected at all scheduled weekly 
visits. Therefore, each subject should provide 20 test results (Visit 7 through Visit 26) during the 
last 20 weeks of the 24-week double-blind period, which will be used as the denominator to 
calculate the percent of opioid-free urine tests. Should fewer than 20 test results be available for 
a subject, all missing test results for this subject will be considered positive. Each urine drug test 
result reported as negative will be adjudicated by examining the self-reported opioid use within 
the week prior to the urine sample. If the previous urine sample was collected less than 7 days 
before the corresponding test, then the days since the previous test will be considered. If TLFB 
data indicate opioid use during this period, the negative result will be counted as positive. The 
total number of negative tests during the 20-week period will be the number of unchanged 
negative results. The rate of opioid-free drug tests will be calculated as follows : 

R ,~· 0 . 'd 7\r . 'T' 100 (Total Number of unchanged Negative Tests) ate o; 'PWl 1VegatlVe 1 ests = x --=--------=-------=---=--------'--
20 

For each treatment group, the response profile will be generated by calculating the cumulative 
percent of subjects at each observed value ofthe rate of negative drug tests (2::0%, 2::5%,2::10%, 
2::15% ... 2::95%, =100%). 

8.1.2. Primary Analysis of the Primary Endpoint 

The primary analysis of the primary endpoint will be the ITT analysis using the F AS. Response 
profiles for two treatment groups will be displayed graphically by plotting cumulative percent of 
subjects at each observed rate on the same plot and will be statistically compared with a two-
sided Vander Waerden test. Since the desired outcome is to have more abstinence from opioids, 
the separation of response profiles at the higher end (right-hand side of the X-axis) will be 
considered clinically meaningful. Descriptive statistics (including 95% confidence intervals for 
the mean) of the rate (percent) of opioid-negative urine drug tests will be tabulated by treatment 
group. 

8.1.3. Secondary Analyses ofthe Primary Endpoint 

The above analysis of the primary endpoint will be performed using data for PPS. 

Proportion of subjects with total abstinence from opioid use (rate of negative tests = 100%) in 
each treatment group will be compared with a Chi-Square test. 

To explore the influence of stratification factors and other clinically relevant baseline 
characteristics, the rate of opioid negative urine drug tests will be analyzed with an analysis of 
covariance (ANCOV A) model. The ANCOV A model will contain factors for treatment group, 
sex, and sex by treatment interaction. Age, duration of opioid dependence, and duration of last 
pre-study inpatient detoxification treatment period will be included as continuous covariates. 
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Least square mean estimates for each treatment and for the treatment difference will be displayed 
along with 95% confidence intervals to demonstrate the robustness of the results of the primary 
analysis. This analysis will be performed for both F AS and PPS data. 

Treatment effect within centers will be explored with descriptive statistics on the rate of opioid 
negative urine drug tests by treatment group and center. This analysis will be performed for F AS 
data only. 

A sensitivity analysis will be performed by calculating the rate of opioid-negative drug test 
results using all 24 scheduled drug tests (Visit 3 though Visit 26) during the 24-week double-
blind treatment period. This analysis will use the methods described for the primary analysis. 

8.1.4. Subgroup Analyses 

ITT analyses using F AS data will be performed to explore whether the treatment effect within 
various subgroups is consistent. Response profiles by treatment group will be graphically 
displayed for the subgroups defined by the following baseline characteristics: 

• Sex (male vs. female) 

• Age (between 3 categories formed with tertiles) 

• Duration of opioid dependence (between 3 categories formed with tertiles) 

• Duration of recent pre-study inpatient detoxification (between 3 categories formed 
with tertiles ). 

Treatment by factor interaction will be assessed with analysis of variance (ANOVA) models of 
the rate of opioid-negative urine drug tests. Least square mean difference between two treatment 
groups along with 95% confidence intervals by subgroup will be presented. Separate ANOV A 
models including fixed effects for treatment, subgroup factor and treatment by factor interaction 
will be used for each baseline characteristic. 

8.2. Analysis of Secondary Efficacy Endpoints 
This section provides VIVITROL versus placebo comparative analyses of the secondary 
endpoints derived using data collected during the 24-week, double-blind, placebo-controlled 
period of the study. All these analyses will be ITT using data for FAS. 

8.2.1. Study Retention 

Study retention during the double-blind period will be evaluated using time to dropout and the 
proportion of subjects who completed the double-blind period. 

For subjects who discontinue during the double-blind period (Part A), the time to dropout will be 
calculated as the number of days from the first dose to the dropout date. Those who continue to 
the open-label period of the study (Part B) will be censored at the date of first open-label 
injection, and the duration will be calculated as the number of days from the first dose to the date 
of first open-label injection. The distribution of time to dropout will be estimated and 
graphically displayed by treatment group using Kaplan-Meier methods. Treatment difference 
will be tested with a log-rank test. A Cox proportional hazard model will be used to explore the 
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treatment comparison adjusted for the baseline factors: sex as a fixed effect, age, duration of 
opioid dependence and the duration of inpatient detoxification as continuous covariates. 

All subjects who receive at least one open-label injection will be counted as having completed 
the double-blind phase. The number and percent of such subjects who completed the double-
blind phase will be tabulated by treatment group. The difference between two treatment groups 
will be tested by Chi-square test. 

8.2.2. Opioid Craving Score 

Opioid craving scores are collected from subjects' responses on a visual analog scale (0-1 00) at 
screening, Day 0, and weekly visits during the double-blind period. Descriptive statistics of 
observed data and the change from baseline will be presented by treatment group and scheduled 
visit. Mean (SD) will be graphically displayed by scheduled time point. A generalized 
estimation equation (GEE) model will be used to compare two treatment groups with on-study 
results during the double-blind period. Baseline results will be included in the model as a 
covariate. Normal distribution will be assumed for the built-in probability distribution and 
Autoregressive [AR(l)] correlation structure will be used for the working correlation matrix. 

8.2.3. Incidence of Physiologic Dependence 

Incidence of physiologic dependence will be calculated for each treatment group as the 
proportion of subjects who had a positive naloxone challenge during the double-blind period 
(Part A). Subjects who discontinue before the end of Part A will be imputed as having positive 
tests. 

Number and percent of subjects who relapsed to physiologic dependence during the double-blind 
period will be tabulated by treatment group. The difference between two treatment groups will 
be tested by Chi-square test. 

8.2.4. Percent of Self-Reported Opioid-Free Days 

Subject-reported opioid use data will be collected by TLFB method2
. At screening, data for 60 

pre-screening days is collected. At every subsequent visit, opioid use data is collected for the 
period since the previous visit. Percent of self-reported opioid-free days will be calculated for 
baseline and postdose (Part A and Part B) periods. The baseline rate will be calculated using 
data for the 30-day period immediately prior to the most recent pre-study hospitalization for 
detoxification treatment. For the VIVITROL versus placebo comparison, the rate during the 
double-blind period will be calculated using data from the day of first double-blind dose to the 
day before the first open-label dose. 

For subjects who continue to the open-label period, and for those who provide TLFB data on or 
beyond Day 168, the rate during the double-blind period will be calculated as: 

P . 'djr d 100 (Number of reported opioid free days) ercent opwz ee ays = x ....:..._ __ ___,:__....:::..._ __ ~---"---~ 
(Number of dayswithTLFBdata) 

For subjects who discontinue within Part A before Day 168, missing data after the dropout date 
will be imputed using the baseline rate as follows: 

First, number of opioid-free days after dropout will be imputed as : 
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[
(Baseline percent days with opioid) . ] No. of imputed days= Round x (168- Day of last data po mt) 

100 

Then, the rate of opioid-free days will be calculated as: 

P . "djr d 100 [(No.ofreportedreportedopioidfreedays)+(No.ofimputeddays)] ercentopwl ee ays= x 
168 

The rate during the open-label period will be calculated for subjects who continue to Part B. 
Since the scheduled length of the 13-dose open-label period is 365 days, for subjects who 
discontinue early, the rate of opioid-free days will be calculated with above formulae using 365 
as the denominator. 

Descriptive statistics ofthe percent of self-reported opioid-free days and the change from 
baseline will be presented by treatment group for each study period. Treatment group 
comparisons for the double-blind period will be performed with Van der Waerden test. 

8.3. Efficacy Analysis of Part B 
One purpose of the single-arm, open-label Part B is to assess the long-term (up to 1.5 years) 
durability of treatment effect. Since the duration of exposure to VIVITROL depends on the 
treatment group in Part A, descriptive statistics for efficacy endpoints will be presented by study 
period and by the treatment in Part A, to facilitate comparisons between periods within treatment 
groups and between treatment groups during Part B. For period comparisons, Part B results will 
be compared with Part A results within each treatment group. It is expected that continuation to 
the open-label VIVITROL treatment will be related to the treatment subjects received during the 
double-blind period. Therefore, statistical tests for group comparisons with Part B efficacy data 
will not be performed. 

The original baseline data (last assessment conducted prior to first double-blind dose in Part A) 
will be used as baseline assessments. 

The rate of negative opioid urine drug tests will be calculated for this period as a percent of 
negative drug tests per subject with test results during Part B. During Part B, each subject is 
scheduled to provide at least 13 urine samples, thus 13 will be used as the denominator; missing 
test results will be imputed as positive. 

Study retention will be assessed by estimating the distribution of time from first open-label dose 
to study discontinuation by Kaplan-Meier methods. Subjects who complete the study will be 
censored at the day of the follow-up visit. 

Opioid craving scores will be summarized with descriptive statistics by scheduled visit and 
treatment group in Part A. 

Incidence of physiologic opioid dependence will be assessed by the number and percent of 
subjects with positive naloxone challenge test results. Subjects who discontinue during Part B 
will be considered as having positive test results. 
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The rate of self-reported opioid-free days will be calculated for each subject as a percent of days 
without opioid use as reported by TLFB data during Part B. Descriptive statistics will be 
presented by study period and treatment group. 
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Safety endpoints will be assessed with available data using the safety population that will consist 
of all randomized subjects who receive at least one injection of study drug. 

The main parameters for evaluating safety will be the incidence of TEAEs and abnormal 
laboratory test results. Any reported AE with start or stop date before the first injection of study 
drug will not be counted as a TEAE. An event with missing information on timing will be 
excluded if it can be determined explicitly that the event started or stopped prior to the first 
injection of study drug, using the available information of start and stop dates. All AE terms will 
be coded using MedDRA. A study period will be assigned for each TEAE by comparing the 
date of onset against the date of first open-label injection. All the events of a subject who did not 
continue to Part B will be counted as occurring during Part A. For others, any event with date of 
onset prior to first open-label injection will be counted as occurring during Part A, and all others 
will be counted as occurring during Part B. 

Incidence of TEAEs will be presented by tabulating the number and percent of subjects by 
MedDRA System Organ Class and Preferred Term by treatment group and overall. To assess the 
safety ofVIVITROL versus placebo, incidence rates during Part A will be presented. For 
exploratory purposes, P-values from 2-tailed Fisher's Exact test (unadjusted for multiple 
comparisons) will be displayed for each event. To assess the long-term safety, incidence rates 
during each study period (Part A and Part B) will be tabulated by treatment group in Part A. 

Serious adverse events (SAEs) and events judged by the investigator to be related to study drug 
will be summarized. Adverse events judged by the investigator as possibly related, probably 
related, or definitely related will be counted as related events. Frequency of events by severity 
and relationship to study drug will also be presented. 

Laboratory test results and changes from baseline will be summarized by treatment group 
throughout scheduled visits. For selected laboratory tests, changes in lab abnormalities will be 
presented as shift tables. Descriptive summaries of vital sign data at each scheduled visit will be 
presented. 

ECG findings will be displayed in data listings. 
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Health economics and QOL outcomes following monthly VIVITROL administration as a 
treatment for opioid dependence will be explored using 5 questionnaires. The degree of severity 
of the illness and the improvement with treatment will be assessed by the investigator's response 
to CGI score. 

10.1. Social Functioning and Healthcare Utilization Questionnaire 
Data from subjects' responses to SFHUQ will be collected at each scheduled visit. The 
following information will be collected: 

1. Number of psychosocial therapy visits 

2. Number of self-help group visits 

3. Number of emergency room visits 

4. Number of days in a hospital 

5. Number of doctor visits (other than hospitalizations, ER, or study participation) 

6. Number of missed days at work, school, or other responsibilities 

The total number for each item for each subject will be calculated by study period and 
summarized as continuous variables by treatment group. The number and percent of subjects 
with values >0 will be tabulated for each study period (Part A and Part B). Treatment 
comparisons of the actual number of events will be made using Van der Waerden test for data 
collected during the double-blind period. Summary statistics by month will also be produced to 
explore trends over time on treatment. 

10.2. Addiction Severity Index 
The ASI is a questionnaire designed to measure the severity of seven potential problem areas in 
substance-dependent patients. Subject responses to ASI questions are collected at baseline, the 
end of Part A (or early termination), and the end of Part B (or early termination). The following 
composite scores are derived for each subject at each visit, using the calculation methods 
detailed in the ASI Composite Score Manual3

: 

1. Medical status 

2. Employment/support status 

3. Alcohol use 

4. Drug use 

5. Legal status 

6. Family/social status 

7. Psychiatric status. 
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Composite scores and changes from baseline will be summarized with descriptive statistics . 
Changes at the end of Part A data will be compared using Van der Waerden test to assess the 
differences between treatment groups. 

10.3. SF -36v2 Health Survey 
SF-36v2 is administered prior to study drug administration at the first dosing visit and every 12 
weeks thereafter during both study periods. Composite scores will be calculated for physical 
component summary, mental component summary, general health, physical functioning, role-
physical, bodily pain, mental health, role-emotional, social functioning and vitality. Standard 
methodologies4 will be used to calculate composite scores. 

Descriptive statistics for each composite score will be tabulated by treatment group at each 
scheduled time point. Part A data (Visit 14 and Visit 26 assessments) for VIVITROL and 
placebo groups will be compared using Van der Waerden test by visit. 

10.4. Euro-Qol Health Questionnaire 
EQ-5D is a measure used to characterize the current health status using 5 domains (mobility, 
self-care, usual activities, pains/discomfort and anxiety/depression) and a visual analog scale5

. 

For each of the 5 domains, subjects can select one out of three ordinal responses. This self-
assessment questionnaire is administered prior to study drug administration at the first dosing 
visit, and at the end of each study period (Visit 26 and 39). 

Each domain will be summarized by tabulating the number and percent of subjects who select 
each possible response, by treatment group and scheduled time point. Part A data for 
VIVITROL and placebo groups will be compared using Mantel-Haenszel Chi-Square test. 
Subjects' assessments of their health state using the visual analog scale will be summarized with 
descriptive statistics by treatment group and time point. End of Part A results (Visit 26 
assessment) for VIVITROL and placebo groups will be compared using Vander Waerden test. 

10.5. Risk Assessment Battery 
The RAB questionnaire is administered prior to study drug administration at the first dosing 
visit, at the end of Part A, and at the end of Part B (or at the early termination visit). Three 
composite scores per subject will be calculated out of subject responses to 24 questions at each 
timepoint: 

1. Drug Risk Total is the sum of responses to questions 1, 2, 3, 8, 12, 13, 14 and 15. This 
score can range from 0 to 22. 

2. Sex Risk Total is the sum of responses to questions 9, 16, 17, 18, highest score out of 
(19, 20 and 21) and 22. This score can range from 0 to 18. 

3. RAB Scale score will be the standardized (0- 1 scale) average of the above two scores, 
Drug Risk Total and Sex Risk Total. ie, 

RABS l S 
(Drug RiskTotal)+(SexRiskTotal) cae core=~~~------~~--------~ 

40 
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RAB scale scores at each visit and the change from baseline will be summarized with descriptive 
statistics by treatment group. Part A data for VIVITROL and placebo groups will be compared 
using Van der W aerden test. 

10.6. Revised Clinical Global Impression Scale 
Investigator's measure of the degree of severity of opioid addiction and improvement following 
study enrollment is assessed using the CGI scale, collected prior to study drug administration at 
the first dosing visit and at the end of each study period. The number and percent of subjects 
counted for each response category will be tabulated by treatment group and visit. With the 
ordinal rating categories, VIVITROL versus placebo comparisons of Part A data will be made 
using the Mantel-Haenszel Chi-Square test. 
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10.5. Additional Data Tables 
Table 18: Response Profiles Based on the Rate of Opioid-Free Weeks during the Last 

20 Weeks of the Double-blind Period 

Opioid-Free Weel{s during the Last 20 Weeks of Cumulative N (%) ofPatients 
Double-Blind Period Full Analysis Set 

Placebo VIVITROL 
Number Rate(%) (n = 124) (n = 126) 

20 100 28 (22.6) 45 (35.7) 

~ 19 ~ 95 36 (29.0) 60 (47.6) 

~ 18 ~ 90 39 (31.5) 65 (51.6) 

~ 17 ~ 85 45 (36.3) 68 (54.0) 

~ 16 ~ 80 47 (37.9) 70 (55.6) 

~ 15 ~ 75 49 (39.5) 74 (58.7) 

~ 14 ~ 70 52 (41.9) 75 (59.5) 

~13 ~ 65 52 (41.9) 75 (59.5) 

~ 12 ~ 60 53 (42.7) 75 (59.5) 

~ 11 ~55 58 (46.8) 81 (64.3) 

~ 10 ~50 60 (48.4) 83 (65.9) 

~9 ~45 60 (48.4) 84 (66.7) 

~8 ~40 61 (49.2) 85 (67.5) 

~7 ~ 35 66 (53.2) 87 (69.0) 

~6 ~30 67 (54.0) 90 (71.4) 

~5 ~25 69 (55.6) 94 (74.6) 

~4 ~20 70 (56.5) 98 (77.8) 

~3 ~ 15 74 (59.7) 102 (81.0) 

~2 ~ 10 77 (62.1) 105 (83.3) 

~ 1 ~5 79 (63.7) 109 (86.5) 

~0 ~0 124 (100.0) 126 (100.0) 

P-value from Vander Waerden test for the treatment for difference 0.0002 
Source: ALK21-013 CSR Table 14.2.1.1 
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Table 19: Days to Discontinuation during Part A (Full Analysis Set) 

Estimate Placebo VIVITROL P-Value1 

251h percentile (95% CI) 24.0 (20.0, 30.0) 81.0 (52.0, 118.0) 0.0042 

Median (95% CI) 96.0 (63.0, 165.0) 

75th percentile (95% CI) >168 

Number censored2 47 
Source: ALK21-013 CSR Table 14.2.2.1 
Note: CI = confidence interval 

>168 

>168 

67 

1 P-value from the log-rank test for the difference between two distribution curves of time to dropout 
2 Patients who continued to Part B were censored at the day of the first open-label dose 

Table 20: Opioid Craving Scores during the Double-Blind Period-Summary by Visit 
with LOCF (F AS) 

Craving Score Change from Baseline 
Week Statistic 

Placebo VIVITROL P-Value1 Placebo VIVITROL P-Value1 

Bas eli N 124 126 
0.0824 ne Mean (SD) 21.8 (24.2) 18.2 (22.8) 

N 124 126 124 126 
1 0.0006 0.0357 

Mean (SD) 26.3 (27.6) 15.5 (20.5) 4.5 (22.7) -2.8 (19.5) 

N 124 126 124 126 
2 0.0273 0.1488 

Mean (SD) 21.5 (26.1) 12.0 (18 .3) -0.3 (22.2) -6.2 (18.7) 

N 124 126 124 126 
3 0.0037 0.1272 

Mean (SD) 20.1 (25 .8) 10.8 (17.5) -1.6 (25 .8) -7.5 (16.8) 

N 124 126 124 126 
4 0.0106 0.3291 

Mean (SD) 20.5 (25.9) 12.2 (18 .7) -1.3 (27.5) -6.0 (18.6) 

N 124 126 124 126 
5 0.0014 0.0730 

Mean (SD) 20.1 (26.4) 9.9 (18.0) -1.6 (27.5) -8.3 (17.5) 

N 124 126 124 126 
6 0.0016 0.0759 

Mean(SD) 19.7 (26.1) 10.2 (18.9) -2.1 (25.8) -8.0 (20.9) 

N 124 126 124 126 
7 0.0005 0.0109 

Mean(SD) 19.4 (26.7) 7.9 (14.6) -2.4 (27.0) -10.3 (18.4) 

N 124 126 124 126 
8 <0.0001 0.0048 

Mean (SD) 21.2 (27.4) 8.5 (15.5) -0.5 (27.5) -9.7 (19.2) 

N 124 126 124 126 
9 0.0003 0.0104 

Mean (SD) 20.4 (27.2) 8.3 (15.2) -1.4 (26.9) -9.9 (20.2) 
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Table 20: Opioid Craving Scores during the Double-Blind Period-Summary by Visit 
with LOCF (FAS) (continued) 

Week Statistic 
Craving Score Change from Baseline 

Placebo VIVITROL P-Value1 Placebo VIVITROL P-Value1 

N 124 126 124 126 
10 0.0003 0.0061 

Mean (SD) 20.5 (27.0) 7.7 (14.8) -1.2 (26.5) -10.5 (20.9) 

N 124 126 124 126 
11 <0.0001 0.0024 

Mean (SD) 20.6 (27.5) 6.8 (13.4) -1.1 (27.5) -11.4 (19.4) 

N 124 126 124 126 
12 <0.0001 0.0019 

Mean (SD) 22.4 (29.2) 7.4 (15.8) 0.7 (28.9) -10.8 (20.9) 

N 124 126 <0.0001 124 126 0.0011 
13 

Mean (SD) 21.5 (27.9) 7.1 (14.5) -0.2 (27.7) -11.1 (20.6) 

N 124 126 124 126 
14 <0.0001 0.0032 

Mean(SD) 21.5 (27.6) 8.3 (17.4) -0 .2 (28.1) -9.9 (23.5) 

N 124 126 124 126 
15 <0.0001 0.0029 

Mean (SD) 21.2 (27.6) 8.0 (17.4) -0.5 (27.6) -10.2 (24.2) 

N 124 126 124 126 
16 <0.0001 0.0049 

Mean(SD) 21.1 (27.2) 8.5 (18.1) -0.7 (27.6) -9.7 (24.6) 

N 124 126 124 126 
17 <0.0001 0.0057 

Mean (SD) 21.4 (27.5) 8.9 (18.4) -0.3 (27.2) -9.3 (24.0) 

N 124 126 124 126 
18 <0.0001 0.0061 

Mean (SD) 22.0 (27.9) 9.0 (17.7) 0.3 (28.1) -9.2 (24.1) 

N 124 126 124 126 
19 <0.0001 0.0017 

Mean (SD) 22.0 (28 .2) 8.0 (17.1) 0.3 (27.9) -10.3 (23.7) 

N 124 126 124 126 
20 <0.0001 0.0015 

Mean(SD) 22.5 (28.6) 8.2 (17.0) 0.7 (28.0) -10.0 (23.5) 

N 124 126 124 126 
21 <0.0001 0.0017 

Mean (SD) 22.6 (28 .7) 8.0 (17.0) 0.8 (28.3) -10.3 (24.1) 

N 124 126 124 126 
22 <0.0001 0.0028 

Mean (SD) 21.9(28 .3) 8.3 (17.4) 0.2 (27.8) -9.9 (24.7) 

N 124 126 124 126 
23 <0.0001 0.0023 

Mean(SD) 22.6 (28.7) 8.5 (17.4) 0.9 (27.6) -9.7 (24.7) 

N 124 126 124 126 
24 <0.0001 0.0029 

Mean (SD) 22.5 (28.9) 8.8 (18.2) 0.8 (28.0) -9.4 (25 .5) 
1 P-value from Vander Waerden test for the treatment difference at the visit (without adjusting for multiplicity). 
Source: ALK21-013 CSR Table 14.2.3 .1 
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Table 21: Incidence of Relapse to Physiologic Dependence (Part A) 

Relapsed to dependence 
n (%) ofPatients 

Group No Yes All RR1 (95% CI) P-Value2 

Placebo 47 (37.9) 77 (62.1) 124 (100) 

VIVITROL 67 (53.2) 59 (46.8) 126 (100) 0.75 (0.60, 0.95) 0.0154 
Source: ALK21-013 CSR Table 14.2.4.1 
Note: Physiologic dependence was defined as a patient having a positive naloxone challenge or terminated during 

Part A 
1 Relative risk (VIVITROL/placebo) of relapse to dependence 
2 Chi-square test P-value for treatment difference 

Table 22: Patients with a Positive Naloxone Challenge during the Double-Blind Period 

N (%) of Patients 

Positive Naloxone Challenge 

Group No Yes All 

Placebo 107 (86.3) 17 (13 .7) 124(100) 

VIVITROL 125 (99.2) 1 (0.8) 126 (100) 
Source: ALK21-013 CSR Table 14.1.1 
1 Relative risk (VIVITROL/placebo) of relapse to dependence 
2 Chi-square test P-value for treatment difference 
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Table 23: SF-36v2 Composite Scores 

Composite Visit Statistic All (n=250) Placebo VIVITROL P-
Score (n=l24) (n=126) Value1 

Physical Baseline N 247 122 125 0.6784 
Component Mean(SD) 50.55 (5.75) 50.73 (5.51) 50.37 (5.99) Summary 

End ofPartA N 167 76 91 0.9463 

Mean (SD) 54.45 (4.91) 54.09 (5.83) 54.75 (4.00) 

Mental Baseline N 250 124 126 0.6373 
Health Mean(SD) 37.09 (9.63) 37.35 (9.90) 36.83 (9.39) 

End of Part A N 167 76 91 0.0011 

Mean (SD) 48.98 (10.24) 46.04 51.43 (9.16) 
(10.75) 

Role Baseline N 249 123 126 0.8571 
Emotional Mean (SD) 38.04 (10.74) 38.13 37.95 (10.14) 

(11.37) 

End of Part A N 167 76 91 0.0128 

Mean (SD) 46.92 (8.89) 45.09 (9.19) 48.45 (8.37) 

Social Baseline N 250 124 126 0.9002 
Functioning Mean(SD) 37.69 (10.71) 37.67 37.72 (10.90) 

(10.56) 

End of Part A N 167 76 91 0.0069 

Mean (SD) 50.22 (8.1 0) 48.52 (8.52) 51.63 (7.49) 

Vitality Baseline N 250 124 126 0.4306 

Mean (SD) 46.26 (9.09) 46.70 (8.69) 45.82 (9.47) 

End of Part A N 167 76 91 0.0133 

Mean (SD) 56.48 (8.99) 54.51 (9.30) 58.13 (8.43) 
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Table 23: SF-36v2 Composite Scores (Continued) 

Composite Visit Statistic All (n=250) Placebo VIVITROL 
Score (n=124) (n=l26) 

Mental Baseline N 247 122 125 
Component Mean(SD) 35.19 (10.53) 35.40 34.98 (10.29) Summary (10.80) 

End of Part A N 167 76 91 

Mean (SD) 48.05 (10.08) 45.28 50.37 (9.18) 
(1 0.4 7) 

Physical Baseline N 249 124 125 
Component Mean (SD) 44.24 (7.92) 44.88 (8.02) 43.60 (7.80) Subscale-
General End of Part A N 167 76 91 
Health 

Mean (SD) 47.09 (9.00) 45.66 (9.79) 48.29 (8.16) 
... 1 p-Value from Vander Waerden test for treatment difference without adjustmg for multiplicity 

Source: ALK21-013 CSR Table 14.3.3 

Table 24: RAB Scale Scores 

Visit Statistic RAB Scale Score1 Change from Baseline 

All Placebo VIVITROL P- All Placebo VIVITROL 
(N=250) (n=124) (n=l26) Value2 (N=250) (n=124) (n=126) 

Baseline N 250 124 126 0.1008 

Mean 0.292 0.281 0.303 
(SD) (0.152) (0 .162) (0.141) 

End of N 136 65 71 0.5180 136 65 71 
Part A Mean 0.119 0.130 0.108 -0.160 -0.130 -0.187 

(SD) (0.076) (0.096) (0 .051) (0.166) (0.173) (0.156) 
1 0 = Low nsk assessment, 1 = High nsk assessment 
2 P-Value from Vander Waerden test for treatment difference without adjusting for multiplicity 
Source: ALK21-013 CSR Table 14.3.5 
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Table 25: CGI Scale Scores 

Assessment Visit Score and Response N (% )1 of Patients 
P-

All Placebo VIVITROL Value2 

(N=250) (n=124) (n=126) 

Severity of Baseline Patients Assessed 245 (10000) 120 (10000) 125 (10000) 
Opioid 

1 Normal, not at all ill 2 (Oo8) 0 (0) 2 (1.6) dependence 
2 Borderline ill 9 (307) 5 (402) 4 (302) 

3 Mildly ill 4I (1607) I9 (I5 08) 22(I7o6) Oo543I 

4 Moderately ill 130 (5301) 63 (5205) 67 (5306) 

5 Markedly ill 57 ( 23.3) 3I (2508) 26 (2008) 

6 Severely ill 6 (2.4) 2 (1.7) 4 (302) 

End of Patients Assessed 137 (1 OO oO) 66 (10000) 71 (IOOoO) 
Part A 

1 Normal, not at all ill 39 (2805) 14 (21.2) 25 (35 02) 

2 Borderline ill 38 (2707) I7(25 o8) 2I (2906) 

3 Mildly ill 31 (2206) 16 (2402) 15 (21.1) 0.0092 

4 Moderately ill I8 (13.I) II(1607) 7 (909) 

5 Markedly ill 9 (606) 6 (9oi) 3 (402) 

6 Severely ill 2 (1.5) 2 (3 00) 0 (0) 

Global End of Patients Assessed 137 (10000) 66 (10000) 71 (IOOOO) 
Improvement Part A 

I Very much improved 42 (3007) IS (2207) 27 (3800) 

2 Much improved 57 (41.6) 23 (3408) 34 (4709) 

3 Minimally improved 21 (15 03) I6 (2402) 5 (7o0) 
0.0011 

4 No change 13 (9o5) 9 (1306) 4 (5o6) 

5 Minimally worse 2 (1.5) I (Io5) I (I.4) 

6 Much worse 1 (Oo7) I (1.5) 0 (0) 

7 Very much worse I (O o7) I (1 05) 0 (0) 
0 0 1 0 = Percent is out of the number of patients assessed at the vtstt 

2 P-Value from Mantel-Haenszel Chi-Square test (using scores for responses) for the treatment difference without 
adjusting for multiplicity 

Source: ALK2I-013 CSR Table 1403 06 
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Table 26: EQ-5D Health Questionnaire Responses to Five Domains 

N (%)1 of Patients 
Domain Visit Score and P-Value2 

Response All Placebo VIVITROL 
(N=250) (n=124) (n=126) 

Patients responded 249 (100.0) 124 (100.0) 125 (100.0) 

1. No problems in 205 (82.3) 104 (83.9) 101 (80.8) 
Baseline 

walking about 
0.5261 

2. Some problems in 44 (17.7) 20(16.1) 24 (19.2) walking about 

3. Confined to bed 0 (0) 0 (0) 0 (0) 
Mobility 

Patients responded 136 (100.0) 71 (100.0) 65 (100.0) 

1. No problems in 128 (94.1) 62(95.4) 66 (93.0) 
End of walking about 
Part A 0.5494 

2. Some problems in 
walking about 8 (5 .9) 3 (4.6) 5 (7.0) 

3. Confined to bed 0 (0) 0 (0) 0 (0) 

Patients responded 249 (100.0) 124 (100 .0) 125 (100.0) 

1. No problems with 232 (93.2) 116 (93 .5) 116 (92.8) self-care 

Baseline 2. Some problems 0.8153 
washing or dressing 17 (6.8) 8 (6.5) 9 (7.2) 
myself 

3. Unable to wash or 0 (0) 0 (0) 0 (0) dress myself 
Self-Care 

Patients responded 136 (100.0) 65 (100.0) 71 (100.0) 

1. No problems with 131 (96.3) 62 (95.4) 69 (97.2) self-care 
End of 2. Some problems 0.4168 Part A washing or dressing 4 (2.9) 2 (3.1) 2 (2.8) 

myself 

3. Unable to wash or 1 (0.7) 1 (1.5) 0 (0) dress myself 
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Table 26: EQ-SD Health Questionnaire Responses to Five Domains (Continued) 

N (% )1 of Patients 
Domain Visit Score and P-Value2 

Response All Placebo VIVITROL 
(N=250) (n=124) (n=126) 

Patients responded 249 (100.0) 124 (100.0) 125 (100.0) 

1. No problems with 
performing my 152 (61.0) 75 (60.5) 77 (61.6) 
usual activities 

Baseline 2. Some problems 0.9452 
with performing my 91 (36.5) 47 (37.9) 44 (35.2) 
usual activities 

3. Unable to 
perfonn my usual 6 (2.4) 2 (1.6) 4 (3.2) 

Usual activities 
Activities Patients responded 136 (100.0) 65 (100 .0) 71 (100.0) 

1. No problems with 
performing my 114 (83.8) 50 (76.9) 64 (90.1) 
usual activities 

End of 2. Some problems 0.0372 Part A with performing my 22 (16.2) 15 (23.1) 7 (9.9) 
usual activities 

3. Unable to 
perform my usual 0 (0) 0 (0) 0 (0) 
activities 

.. 1 Percent IS out of the number of patients responded at the VISit 
2 P-Value from Mantel-Haenszel Chi-Square test (using scores for responses) for treatment difference without 

adjusting for multiplicity 
Source: ALK21-013 CSR Table 14.3.4.1 (Note: if zero (0) patients indicated a response, then the response was not 

collected in the source table) 
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Table 26: EQ-SD Health Questionnaire Responses to Five Domains (Continued) 

N (%)1 of Patients 
Domain Visit Score and P-Value2 

Response All Placebo VIVITROL 
(N=250) (n=l24) (n=126) 

Patients responded 249 (100.0) 124 (100.0) 125 (100.0) 

1. No pain or 142 (57.0) 70 (56.5) 72 (57.6) discomfort 
Baseline 2. Moderate pain or 0.9446 

discomfort 105 (42.2) 54 (43.5) 51 (40.8) 

3. Extreme pain or 2 (0.8) 0 (0) 2 (1.6) 
Pain/ discomfort 

Discomfort Patients responded 136 (100.0) 65 (100.0) 71 (100.0) 

1. No pain or 103 (75 .7) 46 (70.8) 57 (80.3) discomfort 
End of 0.1978 Part A 2. Moderate pain or 33 (24.3) 19 (29.2) 14 (19.7) discomfort 

3. Extreme pain or 0 (0) 0 (0) 0 (0) discomfort 

Patients responded 249 (100.0) 124 (100.0) 125 (100.0) 

1. Not anxious or 97 (39.0) 48 (38.7) 49 (39.2) depressed 
Baseline 2. Moderately 0.6741 

anxious or depressed 143 (57.4) 70 (56.5) 73 (58.4) 

3. Extremely 9 (3 .6) 6 (4.8) 3 (2.4) 
Anxiety/ anxious or dewessed 

Depression Patients responded 136 (100.0) 65 (100.0) 71 (100.0) 

1. Not anxious or 86 (63 .2) 36 (55.4) 50 (70.4) depressed 
End of 
Part A 2. Moderately 0.1326 

anxious or depressed 47 (34.6) 28(43.1) 19 (26.8) 

3. Extremely 3 (2.2) 1 (1.5) 2 (2.8) anxious or depressed 
.. 1 Percent IS out ofthe number of patients responded at the VISit 

2 P-Value from Mantel-Haenszel Chi-Square test (using scores for responses) for treatment difference without 
adjusting for multiplicity 

Source: ALK21-013 CSR Table 14.3.4.1 (Note: if zero (0) patients indicated a response, then the response was not 
collected in the source table) 
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Table 27: EQ-SD Visual Analog Scale Assessment of Own Health State1 

Visit Statistic VAS Score Change from Baseline 

All Placebo VIVITROL P- All Placebo VIVITROL 
(N=250) (n=124) (n=126) Value2 (N=250) (n=l24) (n=126) 

Baseline N 249 124 125 

Mean 69.3 69.9 68.7 0.6302 
(SD) (18.0) (17.4) (18.6) 

End of N 136 65 71 136 65 71 
Part A 

Mean 77.6 73.9 81.0 0.0283 8.7 2.7 14.1 (19.1) 
(SD) (16.3) (18.6) (13.2) (19.7) (18.7) 

1 0 =Worst imaginable health, 100 =Best imaginable health 
2 P-Value from Van der Waerden test for treatment difference without adjusting for multiplicity 
Source: ALK21-013 CSR Table 14.3.4.2 
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Table 28: ASI Composite Scores 

Composite Score Visit Statistic All (n=250) Placebo VIVITROL 
(n=124) (n-126) 

Medical Status Baseline N 250 124 126 

Mean (SD) 0.279 (0.253) 0.284 (0.258) 0.275 (0.249) 

End ofPartA N 134 65 69 

Mean (SD) 0.142 (0.187) 0.140 (0.179) 0.143 (0.196) 

Employment Status Baseline N 250 124 126 

Mean (SD) 0.737 (0.275) 0.753 (0 .275) 0.720 (0 .275) 

End of Part A N 135 65 70 

Mean (SD) 0.590 (0.311) 0.636 (0.314) 0.547 (0.305) 

Alcohol Use Baseline N 250 124 126 

Mean (SD) 0.108 (0.125) 0.107 (0.121) 0.109 (0.130) 

End ofPartA N 134 65 69 

Mean (SD) 0.131 (0.121) 0.133 (0.123) 0.129 (0.119) 

Drug Use Baseline N 250 124 126 

Mean (SD) 0.242 (0.076) 0.241 (0.081) 0.243 (0.070) 

End of Part A N 134 65 69 

Mean (SD) 0.056 (0.066) 0.078 (0.079) 0.034 (0.041) 

Legal Status Baseline N 250 124 126 

Mean (SD) 0.083 (0.108) 0.089 (0.124) 0.078 (0 .091) 

End of Part A N 135 65 70 

Mean (SD) 0.054 (0.082) 0.061 (0 .093) 0.048 (0.071) 

Family/Social Status Baseline N 250 124 126 

Mean(SD) 0.307 (0.204) 0.314 (0.206) 0.301 (0.203) 

End of Part A N 135 65 70 

Mean (SD) 0.167 (0.174) 0.202 (0.202) 0.135 (0.137) 

Psychiatric Status Baseline N 250 124 126 

Mean (SD) 0.132 (0.165) 0.135 (0.170) 0.129 (0 .161) 

End of Part A N 135 65 70 

Mean (SD) 0.042 (0.114) 0.058 (0.149) 0.028 (0.066) 
.. 1 P-Value from Vander Waerden test for treatment difference without adjusting for multiplicity 

Source: ALK21-013 CSR Table 14.3.2 
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Table 29: Percent of Opioid-Free Weeks, Weeks 5-24 

Site Number Statistic Placebo VIVITROL 
N 24 23 

101 Mean (SD) 51.0 (39.2) 78.7 (34.2) 
Median 45.0 95.0 
Min-Max 0 - 100 0-100 
N 20 19 

102 Mean (SD) 44.5 (46.7) 74.7 (34.3) 
Median 20.0 95.0 
Min-Max 0-100 0- 100 
N 19 17 

104 Mean (SD) 57.9 (39.5) 47.9 (42.2) 
Median 70.0 25.0 
Min-Max 0-100 0-100 
N 19 18 

106 Mean (SD) 35.8 ( 45 .6) 55 .3 (43.1) 
Median 0.0 65.0 
Min - Max 0-100 0 - 100 
N 12 12 

105 
Mean (SD) 34.6 ( 45.8) 51.3 (48.8) 
Median 0.0 60.0 
Min-Max 0-100 . 0-100 
N 11 11 

107 
Mean (SD) 40.5 (44.6) 61.8 (36.4) 
Median 20.0 55.0 
Min - Max 0-100 0-100 
N 6 8 

103 
Mean (SD) 30.0 (46.6) 95.6 (8.6) 
Median 0.0 100.0 
Min-Max 0-95 75 - 100 
N 3 4 

108 Mean (SD) 91.7 (14.4) 95.0 (7.1) 
Median 100.0 97.5 
Min - Max 75- 100 85 - 100 
N 2 4 

109 
Mean (SD) 45.0 (63.6) 40.0 (34.9) 
Median 45.0 40.0 
Min-Max 0 - 90 0-80 
N 4 4 

112 
Mean (SD) 38.8 (48.4) 18.8 (24.6) 
Median 27.5 10.0 
Min - Max 0 - 100 0-55 
N 3 3 

113 Mean (SD) 85.0 (26.0) 71.7 (49.1) 
Median 100.0 100.0 
Min-Max 55 - 100 15-100 
N 1 2 

110 
Mean (SD) 0.0 50.0 (70.7) 
Median 0.0 50.0 
Min-Max 0-0 0 - 100 
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Table 29: Percent of Opioid-Free Weeks, Weeks 5-24 (Continued) 

Site Number Statistic Placebo VIVITROL 
N I 

Ill 
Mean (SD) 95.0 
Median 95.0 
Min-Max 95-95 

Source: ALK21-013 CSR Table 14.2.1.7 
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