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Not all addictions look alike, and similarly, there is
not a one-size-fits-all treatment option to cure this
chronic disease.

EARLY
INTERVENTION
IS ESSENTIAL

The full scope of adaiction

ddiction is a
brain disease
which results
from drug or
alcohol wuse.
No
comes into our

University of Florida treatment

programs (floridarecoverycen-

ters.com) ever says they took
prescription medications or
smoked or started taking drugs
with the idea that they would
become addicted. They can usu-
ally tell you when they started,
but not when they lost control
and became addicted. Addiction,
or continued compulsive use of a
drug despite numerous, obvious,
harmful consequences, is gener-
ally a chronic and relapsing dis-
ease without a specific cure.
Prevention is the single most
effective “treatment” but often
ignored or misunderstood. Tell-
ing someone who has a mother
or father who suffered from the

one who

disease of addiction to not smoke
or drink, is prevention. Helping
pregnant women and mothers
avoid drugs, smoking, and alco-
hol is prevention. Similarly, it is
important to understand that
use often becomes abuse, which
often becomes addiction seam-
lessly and without warning. Our
repeated experience with one
drug epidemic after another
should encourage us to consider
that all drugs of abuse, includ-
ing prescription medications,
are dangerous until proven safe
and effective. Early interven-
tion and prevention are essen-
tial to recovery and to survival.
Furthermore, focusing on pre-
vention and intervention goes
a long way toward fighting the
stigma and denial associated
with the disease.

Scientific advancements
Basic science has helped us
understand more precisely how
and where drugs of abuse act or
work in the brain. Scans now
allow us to see where the drugs
meet the brain in real time. Sci-
ence has also helped us under-
stand dependence and with-
drawal. But while now common-
place, successful treatments
for withdrawal have not cured
addicts or addiction.

If detoxification was a cure for
addiction, we would have cured
alcoholism decades ago. Scien-
tists have even come to under-
stand that withdrawal is not
necessary for addiction to occur
and that elimination of with-
drawal, while a first step, is not
recovery. We understand where,
in the brain, drugs “hijack” the
user and distort the perceived
importance of the user’s fam-
ily, friends, health, motivation
and relationships. But, we can-
not seem to figure out when the
switch goes off and addiction
occurs.

Risk factors

Not all people have the same
risks.Some risks are genetic and
others environmental. Some are
related to psychiatric illnesses
or trauma and others to intra-
uterine or second- and third-
hand exposure early in life.
Some are related to pain. Drugs
harm the abuser but also those
who happen to be driving nearby
or even riding a bicycle or walk-
ing.We all know about DUIs and
driving under the influence of
alcohol, but are learning about
driving and illicit drugs causing
accidents and emergencies for
the users and innocent bystand-
ers. Addiction, untreated, is
often fatal.

Medical progress and treat-
ment works but cannot ensure
success without the user work-
ing the program. Unlike strep
throat or other infectious dis-
eases,we do not have a medicine
or medicines that can be given,
even against the person’s will,
and cure the disease. In addic-
tion treatment, there is noth-
ing more critical or important
in the long run, than motiva-
tion to change. It takes years for
drugs to change the person, so
we should not be surprised if it
takes years for them to return
back to their old self.

Craving for cocaine or other
drugs is an acquired, new drive
in users. Treatment can help
separate craving from use. Our
work with impaired health pro-
fessionals has helped us under-
stand that treatment and recov-
ery are difficult, involve time,
energy and work and the best

Mark S. Gold, M.D.

University of Florida Distinguished
Professor and Chairman of the Department
of Psychiatry, Gainesville, Florida

Scott A. Teitelbaum, M.D.
Director, University of Florida College

of Medicine’s Florida Recovery Center,
Gainesville, FL, President, Florida Society
of Addiction Medicine

outcomes are found when the
treatment can be given for years.
In impaired physicians, nation-
wide, treatment works and it is
expected that over 80 percent
of the treated physicians can be
drug-free and back to work.

How you can support

So, if you know someone using
drugs, suggest that they stop
and go to a meeting. Suggest
that we do not know who can
use and stop and who will prog-
ress to addiction. It took nearly
500 years from when Christo-
pher Columbus brought tobacco
smoking to our shores to recog-
nize that tobacco caused addic-
tion, cancer, heart disease and
so on.It took even longer to real-
ize the second and third-hand
effects on the rest of us. Now, in
examining the effects of tobacco
and other drugs on the unborn,
we see that early exposure can
change risk of abuse and depen-
dence. Some of us may be born
with a high risk of alcohol or
drug abuse, but some of the risk
may not be due to genes per
se but rather exposure chang-
ing gene expression. We are, in
essence, making drug craving,
liking and wanting more com-
mon and not providing equally
compelling alternatives like
healthy eating, exercise, prayer,
sports, music and helping oth-
ers.

Everyone knows someone
who has been in addiction treat-
ment and for whom recovery has
worked. Unfortunately, recovery
is personal and is anonymous.
So it is up to all of us to prevent,
de-stigmatize, and intervene.
Help someone find the strength
to quit,go to an AA meeting, find
treatment and recovery.

MARK S. GOLD, M.D.
SCOTT A. TEITELBAUM, M.D.
editorial@mediaplanet.com

James C.
Burman, M.D.
Comparing an
addiction to other
common diseases

“As we truly
medicalize

the disease

of addiction,

we continually
recognize the need
to tailor treatment

to the individual.”

A real-life account p-3
How a pharmacist overcame his addiction
to prescription drugs.
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Addre

Board certified by the Ameri-
can Board of Psychiatry and
Neurology for over 30 years,
Dr. Bernardo Savariego
treats people struggling with
addiction in a private office
setting. A strong advocate
of treating addiction with
evidence-based medicine,
he also guides his patients to
complementary psychoso-
cial support.

In your experience, how
severe a problem is opioid
dependence and addiction?
Nationally, the statistics are
grim and definitely point to a
public health crisis. The govern-
ment’s newest figures on sub-
stance abuse show that approxi-
mately 2.3 million Americans
have escalated into opioid addic-
tion.

In my own private practice

SINg a

here in Miami, we see patients
from all walks of life who strug-
gle with this medical disease.
We treat adolescents, parents
with children, high-achieving
professionals and retirees. Most
started out misusing prescrip-
tion opioid painkillers like oxy-
codone or hydrocodone, often
using pills they got from family
members or friends. Since these
drugs are legal and approved by
the FDA, people often did not
understand their danger. Most
people do not realize that misus-
ing prescription painkillers is
physically as damaging to their
brains as abusing heroin.

Why do so many patients
relapse who receive short-
term “detoxes?” How do you
help your patients avoid this
cycle?

The high failure rate of short-

oUDliCc healtn crisis

term treatment is easy to under-
stand when you realize that
opioid addiction is a chronic,
physical medical disease. It’s a
lot like adult-onset diabetes or
high blood pressure in the sense
that, while the condition may
initially be caused by poor life-
style choices, it becomes a long-
term physical disease. After
prolonged opioid use there are
changes in the brain that may
take a year or more to reverse.

Bernardo Savariego, M.D.

Addiction Psychiatrist, Professor in
Psychiatry, University of Miami School of
Medicine

That is why the World Health
Organization classifies addic-
tion as a “brain disease.”
Lasting recovery requires
physical healing in the brain
coupled with the patient’s work-
ing through emotional issues
with counseling and other psy-
chosocial support. This healing
and rebuilding take time. Every
patient is different, and treat-
ment needs to be tailored to each
person’s particular needs.

How does medication help
patients with opioid depen-
dence issues?

Iuse medication because it helps
to manage the physical cravings
that an addicted person feels.
Thanks to Federal legislation—
the Drug Addiction Treatment
Act of 2000—it is now possible to
treat opioid addiction in the pri-
vacy of a doctor’s office. Without
the threat of physical cravings
or opioid withdrawal, patients
can focus on the other parts of
their lives that need attention. I
have found that combining med-
ication with long-term counsel-
ing support gives my patients
the best chance of regaining
what they had lost to addiction.

editorial@mediaplanet.com
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[rue story: pnarmacist
overcomes addiction

My name is Jake Nichols,
and | am a pharmacist in
Massachusetts as well as a
person in recovery from drug
addiction. That may sound
jarring—how could a well-
educated medical profes-
sional have become addicted
to drugs?—and at one time

1 would never have thought
this possible. But it did hap-
pen to me, as it can happen
to anyone. Here’s my story.

After graduating from the Mas-
sachusetts College of Pharmacy
in 2000, I had moved into a ful-
filling professional life,teaching
at two universities and manag-
ing hospital clinical pharmacy
programs. I loved knowing that
I was directly helping a diverse
population of needy, low-
income patients. I eventually
moved on to new challenges and
found myself working in man-
aged care.

But financial
forced cutbacks, and my posi-
tion was eliminated. Jobless, I
became depressed and began
using drugs heavily. I teetered
“on the edge” for over a year,
even after finding another phar-
macist position. Working alone

constraints

most of the time, I found ample
opportunity to steal drugs from
my employer. I used amphet-
amines and then increasingly
Vicodin, an opioid painkiller. I
was caught when another phar-
macist saw a faxed invoice and
realized I was diverting drugs.
My employer, the Board of Phar-
macy, the DEA, and local as well
as state police intervened, and
I lost my professional license.
It was quite humbling to find
myself in a courtroom listening
to a judge outlining the charges
against me.

At a residential facility I was
treated with the medication Sub-
oxone. It removed my cravings,
and without the threat of opioid
withdrawal I was able to begin
focusing on the steps I needed
to take to reclaim my life. I real-
ized, oddly, that although addic-
tion runs in my family, I had
trusted my medical education to
keep myself safe. But addiction
is a chronic brain disease that
needs a medical solution. Like
diabetes or asthma, addiction is
long-term and potentially life-
threatening.

I am extremely grateful for
having been given the chance to
redeem my life. I remain under

Jake Nichols shares his story of struggle to help others suffering from addiction.
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the close supervision of the
Board of Pharmacy. My wife was
unaware of my addiction and
suffered enormously when I was
caught in my lies. We also faced
severe financial difficulties as a
result of the chaos my addiction

caused, and for a time we feared
foreclosure on our home. But she
has had the grace to continue to
believe in me,and we now have a
beautiful little boy.

I have a new calling in my
life—to help break the wall of

BREAK THE
WALL OF
SILENCE

PRESCRIPTION DRUGS
Addiction to prescription
medication is more com-

, mon than one might think.
PHOTO: ISTOCKPHOTO.COM

silence around the plague of
drug addiction among medi-
cal professionals. This subject
remains taboo, but it shouldn’t
be. I know from personal expe-
rience that many healthcare
professionals struggle with
addiction but are afraid to ask
for help.Here in Massachusetts I
am active in trying to modernize
the laws that govern addiction
among pharmacists and nurses.
I am also working to increase
education about the medical
nature of addiction in medical,
nursing and pharmacy schools.

One day, addiction will be
recognized as the disease it is,
patients will not be stigmatized,
treatment will be readily avail-
able, and people in recovery will
be applauded throughout our
communities. For myself, I will
continue to work towards that
day.

JAKE NICHOLS
editorial@mediaplanet.com

Change on the horizon for
addiction treatme

Historically, addiction has
been regarded as a moral
failure, a sin or a display of
weakness on the part of the
user. It is widely believed
that if people want to stop
abusing drugs or alcohol
“enough,” they can “just
stop” —stop destroying their
bodies, stop hurting their
families and stop draining
society.

Modern medicine,
research techniques and sophis-
ticated brain imaging technol-
ogy has directly disproved this
belief and reinforces the real-
ity that addiction to drugs or
alcohol is a brain disease that
has many similarities to other
chronic medical diseases such
as diabetes, hypertension and
asthma.

Prescription drug
affects people of all ages. Crav-
ings, loss of control, physical
dependence and tolerance: these
established patterns of behav-
ioral and physiological symp-
toms are associated with sub-

sound

abuse

stance use disorders. Research-
ers and addiction professionals
have also pinpointed a definitive
and unique pattern of neuro-
biological adaptations that take
place in the brain. We now know
that chronic abuse of a psycho-
active substance attacks the
brain, resulting in long-lasting
adaptations,damage to the cere-
bral cortex and limbic system
and disruptions in neurotrans-
mission.

This new understanding does
not mean that a person addicted
to drugs or alcohol is helpless to
change his or her behavior, but it
does mean that people seeking
help need more comprehensive
and long-term treatment than
originally thought. Effective
addiction treatment requires
biologically-based interventions
that are used in conjunction
with traditional psychothera-
peutic techniques, such as talk-
therapy and support groups. It
can take years to get the body
back to its “normal” state given
that many of these neurobiologi-

Cynthia Moreno Tuohy

Executive Director of NAADAC, the

Association of Addiction Professionals
cal adaptations can persist for
years after the last use of drugs
and alcohol. Accordingly, addic-
tion treatment services must
also be accessible long-term.

Prior to the Affordable Care Act

(ACA), signed into law by Presi-
dent Obama in March 2010, com-
prehensive addiction treatment
services were limited to those
who had medical insurance with
optional substance use disor-
der treatment benefits: leaving
most people to pay for treatment
out of pocket.Under the new law,
services such as screening, early
intervention, treatment and

recovery support for clients with
substance use disorders will be
provided in the same manner
and in the same, primary care
settings as services for diabetes,
asthma or any other illness. The
change will bring needed help to
many as it also increases aware-
ness that drug dependence is a
chronic, treatable disease. The
health care legislation, as it cur-
rently stands, also accommo-
dates for broader coverage for
Americans with substance use
disorders by providing coverage
for those previously uninsured,
requiring insurance plans to

cover substance use disorders,
praohibiting denial of coverage
due to a pre-existing condition—
including substance use dis-
orders—and providing greater
access to treatment through
Medicaid.

In 2008, 23.1 million Ameri-
cans aged 12 and older needed
treatment for a substance use
problem, and yet only 2.3 mil-
lion—one in ten—received care
at a specialty treatment cen-
ter. Many of those who do not
receive, but could benefit from
treatment, do not have health
insurance or other means to pay
for it. As we move toward imple-
mentation of new health care
regulations, more people will be
able to get the care they need.

More information is available
at naadac.org.

CYNTHIA MORENO TUOHY
editorial@mediaplanet.com
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PARTNER WITH
YOUR
PHARMACIST
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The medical nature of addiction

James C. Berman, M.D.,
University of Pennsylvania
Health System has been a
Board certified internist for
over 25 years, Dr. Berman
has also been certified since
1987 to treat addiction by
the American Society of
Addiction Medicine. He
directs Penn Addiction
Medicine at the University of
Pennsylvania Health System.

To date, the medical community as
awhole has lacked any meaningful
understanding regarding addic-
tion. Consequently, its treatment
has been marginalized, relegated to
the domain of non-medical entities.
Within the past decade, however,
the tireless work of relatively anon-
ymous pioneering neuroscientists
has established that addiction is a
complex brain disease. Moreover,
NIDA, under the dynamic stew-

ardship of Nora Volkow, M.D., has
championed the medical nature
of addiction with an international
voice that resonates throughout
the medical community.

As the emphasis on evidence-
based medicine for addiction has
increased, it is incumbent upon
physicians to generate and ulti-
mately embrace the treatments
and strategies derived from the
evidence. Addiction is a chronic,
progressive, primary disease, char-
acterized by relapse which, if left
untreated or mistreated, can and
will result in death.

Interestingly, heart disease,
lung disease, diabetes, and cancer
are characterized in exactly the
same way. Yet relapse, an accepted
aspect of all other chronic diseases,
is viewed with judgment, preju-
dice, and disdain when addiction
is the disease. As physicians, the
vast majority of us spend most of

our professional lives treating or
attempting to prevent relapses
associated with chronic diseases.
Let us hope that the burgeoning
science of addiction coupled with
evidence-based medicine will lead
physicians to re-evaluate their
responsibilities towards addicted
patients. The disease of addiction,
albeit with its unique individual
nuances, is merely another spoke
on the wheel of chronic diseases.
Unequivocally, the hallmark of
treatment for chronic diseases is
pharmacotherapy. There is a robust
literature supporting the efficacy of
pharmacotherapy in the disease of
addiction. Nonetheless, these med-
ications are not a panacea. Rather
they are marvelous tools, which
canbe extracted from a toolbox that
continues to grow. Hence, phar-
macotherapy does not eliminate
the need for psychosocial support.
On the contrary, it magnifies the

necessity for such non-medical
support in order to maximize
treatment success.

As we truly medicalize the dis-
ease of addiction, we continually
recognize the need to tailor treat-
ment to the individual. Medical-
ization leads to demarginaliza-
tion, which affords our patients
the best care we can offer. Ulti-
mately, as addiction treatment
moves into mainstream medical
practice, a team approach using
various modalities, under the
auspices of organized medicine,
should be the standard of care for
addicted patients.

JAMES C. BERMAN
editorial@mediaplanet.com

VWorking with your community pharmacist to
prevent drug abuse

When used as directed,
prescription medicine can
play a critical role in treating
a range of conditions. With
the power of prescription
medicines comes great
responsibility for their use
and storage.

A new campaign, Safeguard My
Meds (safeguardmymeds.org), offers
tools and resources to help keep
medicines safe, including a variety
of downloadable print, video and
online materials and tips.

For instance, some tips suggest
maintaining a list of medicines at
home, keeping them in a locked stor-
age container in a cool, dry place,
keeping them out of the reach of
children and pets, and never sharing
medicines with others.

Protecting your medicines

A national survey shows that while
an overwhelming majority of
Americans say that it is extremely
or very important to safely store
and dispose of prescription medi-

cine, many may not be doing

everything they can to protect their
medicines. Most of those surveyed
indicated that they keep prescrip-
tion medicine in an unlocked cabi-
net, closet or drawer in their homes.
Moreover, respondents frequently
said they store prescription medi-
cine in the bathroom or kitchen,
two areas in which temperatures
and conditions could compromise a
drug’s integrity and are often unse-
cured and easily accessed by anyone
entering the home.

There can be dangerous con-
sequences when prescriptions
aren’t stored securely, particu-
larly for young people. Accord-
ing to the U.S. Office of National
Drug Control Policy, for young
people ages 12-17, prescriptions
have become the second most
abused illegal drug (behind
marijuana) with controlled sub-
stances playing a major role. In
tfact,one in five U.S. high school
students says they have abused
a prescription medicine at least
once in their lives. A majority (70
percent) of those young people

B.Douglas Hoey, PD, MBA
NCPA Executive Vive President
and CEO

say they are acquiring those
drugs from a friend orrelative,not
the street corner as once thought.

Storing and disposing
As medication experts, community
pharmacists can play a major role
in reversing this trend. Talk to your
community pharmacist about how
to store, use and dispose of prescrip-
tion or over-the-counter medicine
properly. When medications are no
longer needed, look for local disposal
options at community pharmacies
nationwide participating in the vol-
untary Dispose My Meds program.
As of September 2011, nearly 1,400
independent community pharma-
cies from 47 states are listed on dispo-
semymeds.org and have returned an
estimated 50,000 pounds of drugs for
disposal.These pharmacies help con-
sumers properly dispose of unused
and unwanted drugs, often at no cost.
There may be certain restrictions on
what can be returned (in particular,
the pharmacist cannot accept con-
trolled substances for disposal), so
patients should always check with

theirlocal pharmacist.

Your community pharmacist
looks forward to talking to you
soon.

The National Community Phar-
macists Association (NCPA®) repre-
sentstheinterests of America’scom-
munity pharmacists, including the
owners of more than 23,000 inde-
pendent community pharmacies,
pharmacy franchises, and chains.
Together they represent a $93 billion
health-care marketplace,have more
than 315,000 employees including
62,400 pharmacists, and dispense
over 41 percent of all retail prescrip-
tions.

Tolearn more go toncpanet.orgor
read NCPA's blog, The Dose, at ncpa-
networdpress.com.

B. DOUGLAS HOEY, PD, MBA
editorial@mediaplanet.com



If you think you, or someone you know,
may be dependent on prescription pain
medicines or heroin...

| earn the
latest thinking /| Ask about
medical treatment

Did you know that dependence on
prescription pain medicines or heroin Ask about SUBOXONE® (buprenorphine
is a chronic disease”? and naloxone) Sublingual Film (CIII),

a proven medical treatment available

Dependence on opioids (addiction to prescription . : , :
P ploids ol in the privacy of a doctor’s office

pain medicines or heroin) is a long-term brain disease.

Because opioid dependence is a medical condition, SUBOXONE Film includes a medication called
it can be treated effectively with medication buprenorphine, which has been shown to help
combined with counseling and support. people stay in treatment and reduce cravings.

Visit suboxone.com for a quiz that can help you
have a discussion with your doctor.

Take the first step—find a certified
doctor and ask about SUBOXONE Film

To find a doctor certified to prescribe

e — /" Exclusive savings available with
SUBOXONE Film treatment

Visit suboxone.com to download a copay card.

For more information about living with opioid dependence, the importance
of counseling, and treatment with SUBOXONE Film, visit suboxone.com.

SUBOXONE® (buprenorphine and naloxone) Sublingual Film (CIIl) is indicated for maintenance treatment of
opioid dependence as part of a complete treatment plan to include counseling and psychosocial support.
Treatment should be initiated under the direction of physicians qualified under the Drug Addiction Treatment Act.

Important Safety Information

Do not take SUBOXONE Sublingual Film if you are hypersensitive to buprenorphine or naloxone.
SUBOXONE Sublingual Film can be abused in a manner similar to other opioids, legal or illicit.
Chronic use of buprenorphine can cause physical dependence. SUBOXONE contains an opioid that can cause physical

dependence. Do not stop taking SUBOXONE without talking to your doctor. You could become sick with uncomfortable
withdrawal signs and symptoms because your body has become used to this medicine.

SUBOXONE Sublingual Film can cause serious life-threatening breathing problems, overdose, and death, particularly when
taken by the intravenous (IV) route in combination with benzodiazepines or other central nervous system (CNS) depressants

(ie, sedatives, tranquilizers, or alcohol). It is extremely dangerous to self-administer nonprescribed benzodiazepines or other CNS
depressants while taking SUBOXONE Sublingual Film.

Liver function should be monitored before and during treatment.

Keep SUBOXONE Sublingual Film out of the sight and reach of children. Children who take SUBOXONE Sublingual Film can have
severe, possibly fatal, breathing problems.

Do not inject or take SUBOXONE Sublingual Film before the effects of opioids (eg, heroin, hydrocodone, methadone, morphine,
oxycodone) have subsided as you may experience withdrawal symptoms.

Neonatal withdrawal has been reported. Use of SUBOXONE Sublingual Film in pregnant women or during breast-feeding should
only be considered if the potential benefit justifies the potential risk. Caution should be exercised when driving vehicles or operating
hazardous machinery, especially during dose adjustment as patients may experience drowsiness and slow reaction time.

Adverse events commonly observed with the sublingual administration of SUBOXONE Sublingual Film are numb mouth, sore
tongue, redness of the mouth, headache, nausea, vomiting, sweating, constipation, signs and symptoms of withdrawal, insomnia,
pain, swelling of the limbs, disturbance of attention, palpitations, and blurred vision.

Cytolytic hepatitis, jaundice, and allergic reactions, including anaphylactic shock, have been reported.

This is not a complete list of potential adverse events associated with SUBOXONE Sublingual Film. Please see full Prescribing
Information for a complete list.

To report an adverse event associated with taking SUBOXONE Sublingual Film, please call 1-877-782-6966. You are encouraged
to report adverse events of prescription drugs to the FDA. Visit www.fda.gov/medwatch or call 1-800-FDA-1088.

Please see full Product Information on the following pages.
SUBOXONE® is a registered trademark of Reckitt Benckiser Healthcare (UK) Ltd.
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use SUBOXONE® sublingual film safely
and ettectively. See full prescribing information for SUBOXOMNE sublingual film.

SUBDXONE (buprenorphing and naloxong) sublingual film for sublingual administration Gl

Initial U.5. Approval: 2002

INDICATIONS AND USAGE:

*Monitor Ih:gr function tests prior to initiation and during treatment and evaluate suspectad hepatic
avents. (5.6)

* Do not administer SUBONONE sublingual film to patients with known hypersensitivity to buprenorphing
or naloxone. (3.7)

«A markad and intensa opioid withdrawal syndroma is highly likely to occur with parenteral misuse of
SUBONONE sublingual film by individuals physically dependent on full opioid agonists or by sublingual
administration before the agonist effects of other opioids have subsided. (5.8)

*Neonatal withdrawal has been reported following use of buprenorphing by the maother during
pregnancy. (5.9)

*SUBOXONE sublingual film is not appropriate as an analgesic. Thera have been reported deaths of
opioid naive individuals who received a 2 mg sublingual dose. (3.10)

«Caution patients about the risk of driving or operating hazardous machinery. (5.11)

ADVERSE REACTIONS:

SUBOXONE sublingual film is indicated for maintenance treatment of opioid dependence. Prescription
use of this product is limited under the Drug Addiction Treatment Act. (1)

DOSAGE AND ADMINISTRATION
Administer SUBOXONE sublingual film sublingually as a single daily dose. (2)
The recommended daily dose for maintenance is 16/4 mg.

DOSAGE FORMS AND STRENGTHS
Sublingual film; 2 mg buprenorphing with 0.5 mg naloxone and & mg buprenorphing with 2 mg
naloxone. (3)

CONTRAINDICATIONS

Hypersensitivity to buprenorphine or naloxone. (4)

WARNINGS AND PRECAUTIONS:

*Buprenorphine can be abused in a similar manner to other opioids. Clinical monitoring appropriate
to the patient’s level of stability is essential. Multiple refills should not be prescribed early in
treatment or without appropriate patient follow-up visits, (5.1)

«Significant respiratory depression and death have occurred in association with buprenorphine,
particularly when taken by the intravenous (IV) route in combination with benzodiazepines or other
GNS depressants (including alcohol). (5.2)

«Consider dose reduction of CNS depressants, SUBOXONE sublingual film, or both in situations of
concomitant prescription. (5.3)

+5Store SUBOXONE sublingual film safely out of the sight and reach of children. Buprenorphing can
cause savere, possibly fatal, respiratory depression in children, (5.4)

«Chronic administration produces opioid-type physical dependence. Abrupt discontinuation or rapid
dose taper may result in opicid withdrawal syndrome. {5.5)

Adverse events commonly observed with the sublingual administration of the SUBOXONE sublingual

film was oral hypoesthesia, glossodynia, oral mucosal erythema, headache, nausea, vomiting, hyper-

hidrosis, constipation, signs and symptoms of withdrawal, insomnia, pain, and peripheral edema. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Reckitt Benckiser Pharmaceuticals Inc. at
1-877-782-6966, FDA at 1-B00-FDA-1088, or www. fda.gow'medwatch.

DRUG INTERACTIONS:

*Monitor patients starting or ending CYP3A4 inhibitors or inducers for potential over or under
dosing. (7.1)

+Use caution in prescribing SUBOXONE sublingual film for patients receiving benzodiazepines or other
CNS depressants and warn patients against concomitant self-administration’'misuse. (7.3)

USE IN SPECIFIC POPULATIONS

*SUBOXONE sublingual film is not indicated for use during pregnancy unless potential benefit
justifies potential risk. (8.1)

«Buprenorphing passes into the mother's milk, Breast-feeding is not advised while taking
SUBOXOMNE sublingual film. (3.3)

«Safety and effectiveness of SUBOXONE sublingual film in patients below the age of 16 has not been
established. {8.4)

«Administar SUBOXONE sublingual film with caution to elderly or debilitated patients. (8.5)

«Administar SUBOXONE sublingual film with caution to patients with liver dysfunction. (8.6)
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FULL FRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

SUBOXONE sublingual film is indicated for mainienance freatment of opioid dependence and should be used as part

of a complete treatment plan to include counseling and psychosocial support.

Under the Drug Addiction Treatment Act (DATA) codified at 21 U.5.C. 823(n), prescription use of this product in

the treatment of opioid dependence is limited to physicians who meet certain qualitying requirements, and

whao have nofified the Secretary of Health and Human Services (HHS) of their intent 1o prescribe this product
for the Ireatment of opioid dependence and have been assigned a unigue idenfilication number that must be
included on every prescriplion.

2 DOSAGE AND ADMINISTRATION

SUBOXONE sublngual film is administerad sublingually as a single daity dose, SLIBOXONE sublingual film should

be used in patients who have bean initially inducted wsing SUBUTEX® (buprenorphing) sublingual tablats,

2.1  Maintenance

+«SUBOXONE sublingual film is indicated for maintanance traatment. The recommended tarpet dosage of SUBOXOMNE
sublingual filrm is 16/4 mg buprenorphine/maloxone'day as a single daily dose.

*The dosage of SUBOXONE sublingual film should be progressively adjusted in ingrements/decrements of 210.5 mg
or 411 mg buprenorphine/maloxone 10 a bevel that holds the patient in treatment and suppresses opinid withdrawal
signs and symptams,

+The maintenance dose of SUB0XONE sublingual film is generally in the range of 41 mga buprenorphing/naloxone
fo 24/6 mg buprenorphing/naloxone per day depending on the individual patient. Dosages higher than this have
not been demonstrated to provide any clinical advantage.

2.2 Method of Administration

Place the SUBOXONE sublingual film under the tongue. I an addifional sublingual film is necessary o achieve the

prescribed dose, pkace the additional sublingual film sublingually on the opposite side from the first film, Place the

sublingual film in 2 manner to minimize overkapping as much as possible. The sublingual film must be kept undear
the tongue until the film is completely dissabved, SUBOXONE sublingual film should NOT be chewed, swallowed, or
moved after placement.

Proper adminisiration lechnique should be demonsirated to the patient.

2.3 Clinical Supervision

Treatment should be intfiated with supenvised administration, progressing to unsupervised administration as the

patient’s clinical stability permits. SUBOXOME sublingual film ks subject to diversion and abuse. When determining

the prescription quantity for unsupervised administration, consider the patient's level of stability, the security of his
or her home situation, and other factors likely to affect the ability 1o manage supplies of take-home medication.

Ideally patients should be seen at reasonable intervals (2.0., at least weekdy during the first month of reatment)

based upan the individual circumstances of the patient, Madication should be prescribed in consideration of the

frequency of visits, Provision of multiple refills is not advised earfy in treatment or without appropriate patient
follow-up visits. Periodic assessment is necessary to determine compliance with the dosing regimen, effectiveness
of the treatment plan, and overall patient progress.

Once a stable dosage has been achigved and patient assessment (2.0., wring drug screening) does not indicate

illicit drug use, less frequent follow-up visits may ba appropriate. A once-manthly visit schedule may be reasonable

for patients on a stable dosape of medication who are making progress towand their reatment objectives. Gontin-
uation ar modification of pharmacotherapy should be based on the physician’s evaluation of treatment outcomes
and objectives such as:

1. Absence of medication toxicity.

2. Absance of medical or behavioral adverse effects.

3. Responsible handling of medications by the patient,

4. Patient’s compliance with all elements of the treatment plan (including recovery-onented activities,

psychotherapy, andfor other psychosocial modalities).

5. Abstinence from illicit drug use (including problematic alcohol andfor benzodiazepine wse).

If treatment goals are not being achigved, the physician should re-evaluate the appropriateness of continuing the

current treatmen.

2.4 Unstable Patients

Pivgsicians will nesd to decide when they cannot appropriately provide further management for particular patients,

For example, some patients may be abusing or dependant on various drugs, or unresponsive to psychosocial

intervention such that the physician does not feel that he/she has the expertise to manage the patient. In such cases,

the physician may want to zssess whether to refer the patient to a specialist or more intensive behavioral freatment
environment. Decsions shoubd be based on a treatment plan established and agreed upon with the patient at the
beqinning of treatment.

Patients who continue to misuse, abuse, or divert buprenorphine products or other opioids should be provided

with, or referred o, more intensive and structured treatment.

2.5 Slopping Treatment

The decision to discontinue therapy with SUBOXOMNE sublingual film after a period of maintenance should be made

as part of a comprehensive treatment plan. Both gradual and abrupt discontinuation of buprenorphing has been

used, but the data are insutficient to determine the best method of dose taper at the end of treatment.

2.6 Switching between SUBDXONE (buprenorphine and nalozone) Sublingual Tablels and SUBOXONE

Sublingual Film

Patignts being switched between SUBDXONE (buprenarphine and nalcxone) sublingual fablets and SUBOXONE

sublingual film should be started on the same dosage &s the previously administered product. However, dosage

adjustments may be necessary when swilching between products. Becawse of the potentially greater relative bioavail-
ability of SUBOXONE sublinguad film compared to SUBOXONE (buprenarphing and naloxone) sublingual fablats,
patiants switching from SUBOXONE (buprenorphine and naloxone) sublingual tablets to SUBCROMNE sublingual film

should be manitored for over-medication. Those switching from SUBOXONE sublingual film to SUBOXONE
(buprenorphing and naloxone) sublingual tablets should be monitared for withdrawal or ather indications of
undes-dosing. In clinical studies, pharmacokinetics of SUBOXONE sublingual film was similar to the respective
dosage strengths of SUBOXONE (buprenarphing and naloxone) sublingual tablets, although not all doses and dose
combinations met bicgquivalence criteria.

3 DOSAGE FORMS AND STRENGTHS

SUBQYONE sublingual film is supplied a5 an orange rectangular sublingual film with a white printed logo in two
dosage strengths:

* buprenorphing/malgwone 2 mgf).5 mg, and

* buprenorphine/nalgwone B mg/2 mg,

4 CONTRAINDICATIONS

SUBQYOMNE sublingusal film should not be adminkstered to patients who have been shown to be hypersensitive to
buprenarphing or naloxang s senous adverse reachions, including anaphylactic shock, have been reported [see
Warmings and Precavtions (5.7},

5  WARNINGS AND PRECAUTIONS

51  Abuse Palential

Buprenorphine can be abusad in a manner similar to ather opioids, legal or illicit. Prescribe and dispense buprenor-
phing with appropriate precautions to minimize risk of misuss, abuse, or diversion, and ensuna appropriate
profection from theft, including in the home. Clinical monitaring appropriate to the patient's level of stahility is
essantial. Multiple refills should not be prescribed early in treatment or without appropriate patient follow-up
visits. [see Drug Abuse and Dependence (9.2)].

5.2  Respiratory Depression

Buprenorphine, particularly when taken by the IV route, in combination with benzodiazepines or other CHS
depressants (including alcahol), has besn associated with significant respiratory depression and death. Many, but
nat all, post-marketing reports regarding coma and death associated with the concomitant use of buprenorphing
and benzodiazepines involved misusz by self-injection. Deaths have also been reported in association with
concomitant administration of buprenorphing with other depressants such as alcohol or other CNS depressant
drugs. Patients should be wamed of the potential danger of self-administration of benzodiazepings or other
depressants while under treatment with SUBCXONE sublingual film. [s2e Drug Interactions (7.3)]

In the case of overdose, the primary management should be the re-establishment of adequate ventilation
with mechanical assistance of respiration, if required. Maloxone may be of value for the management of
buprenorphine overdose. Higher than normal doses and repeated adminisiration may be necessary.
SUBQYONE sublingusal film should be used with caution in patients with compramised respiratory function (e.q.,
chronic obstructive pulmonary disease. cor pulmonale, decreased respiratory reserve, hypoxia, hypercapnia, or
pre-gisting respiratory depression).

5.3 CNS Depression

Patients receiving buprenorphing in the presence of opiodd analgesics, general anesthetics, benzodiazepines,
phenathiazines, other tranquilizers, sedativeMypnotics, or other CNS depressants (inclueding alcohal) may exhibit
increased CNS depression. Consider dose reduction of CNS depressants, SUBOXONE sublingual film, or both in
situations of concomitant prescription. [see Crug Inferachions (7.3)).

5.4 Unintentional Pediatric Exposure

Buprenorphine can cause severe, possibly fatal, respiratory depression in children wha are accidentally expased to
it. Stare buprenarphine-containing medications safely out of the sight and reach of children and destroy any unwsed
medication appropriately. [see Disposal of Unused SUBOXONE Sublingual Film (17.21].

5.5 Dependence

Buprenarphing is a partial agonist at the mu-opioid receplor and chronic administration produces physical
dependence of the opioid type, characterized by withdrawal signs and symptoms upan abrupt discontinuation or
rapid taper. The withdrawal syndrome is typically malder than seen with full agonists and may be delayed in onset,
Buprenorphine can be abused in & manner similar to other opioids. This should be considered when prescribing or
dispensing buprenorphing in situations whean the clinician is concermed about an increased risk of miswse, abusa,
or diversion. [see Drug Abuse and Dependence (3.3)]

5.6 Hepatilis, Hepatic Evenls

(Cases of cytolytic hepatitis and hepatitis with j@undice have been observed in individuals receiving buprenarphing
in clinical trials and through post-marketing adverse event reports. The spectrum of abnormalities ranges from
fransient asymplomatic elevations in hepatic transaminases to case reports of death, hepatic failure, hepatic
necrosis, hepatorenal syndrome, and hepatic encephalapathy. In many cases, the presance of pre-gxisting liver
gnzymé abnormalities, infection with hepatitis B or hepatitis G virus, concomitant usage of other potentially
hepatotoxic drugs, and angoing injecting drug usa may have played a causative or contritwiony robe, In other cases,
insufiicient data were available to daterming the eticlogy of the abnormality, Withdrawal of buprenorphine has
resulted in amelioration of acute hepatitis in some cases; however, in other cases no dose reduction was necassary,
The possibility exists that buprenorphine had a causative or contributory role in the development of the hapatic
abnormality in some cases. Liver function 1ests, prior to initiation of treatment is recommendad to establish a
baseling. Periodic manitoring of liver function during treatment & also recormmended. A biological and etiological
evaluation is recommended when a hepatic event is suspected. Depending on the case, SUBOXONE sublingual film
may nead to be canefully discontinued 1o prevent withdrawal signs and symgloms and a retwen by the patient to
illicit drug use, and strict manitoring of the patient should be initiated.

5.7  Allergic Reactions

Cases of hypersensitivity to buprenorphing and naloxene containing products have been reported bath in clinical
triaks and in the post-marketing experience. Cases of bronchospasm, angioneurotic edema, and anaphylactic shock
have been reported, The most common signs and symploms inclsde rashes, hives, and pruritus, A history of
Iypersensitivity to buprenorphine or nakoxone is a contraindication to the use of SUBOXONE sublingual film,



9.8 Precipitation of Opioid Withdrawal Signs and Symploms

Because it containg naloxane, SUBOXONE sublingual film is highly likely to produce marked and intense withdrawal
signs and symplams if misused parenterally by individuals dependent on full opioid agonists such as herain,
marphing, or methadone, Because of the partial agonist properties of buprenorphing, SUBDXONE sublingual film
may precipitate opiokd withdrawal signs and symptoms in such persons if administered sublingually before the
agonist effects of the opioid have subsided.

5.9 Neonatal Withdrawal

Neonatal withdrawal has been reported in the infants of women treated with buprenorphing during pregnancy. From
post-marketing raports, the time 1o onset of neonatal withdrawal signs ranged from Day 1 to Day & o life with most
cases ocsurring an Day 1. Adverse events associated with the neanatal withdrawal syndrome included hypertania,
napnatal tramar, neanatal agitation, and myoclonus, and thera have been reports of convulsions, apnaa, respiratory
depression, and bradycardia.

510 Use in Opioid Naive Palienls

There have been reported deaths of opioid naive individuals who recaived a 2 mg dose of buprenorphing a5 a
sublingual tablet for analgesia. SUBOXOME sublingual film is not apprapriate as an analpesic.

511 Impairment of Ability to Drive or Operate Machinery

SUBOXONE sublingual film may impair the mental or physical abilities requined for the performance of potentially
danperous 1asks such as driving a car or oparating machinery, especially during treatment induction and dose
adjustment. Patients should be cautioned about driving or operating hazardous machinery until they are reasonably
certain that SUBOXONE sublingual film therapy does not adversely aflect his or her ability to engage in such
activities,

5.12 Orthostatic Hypolension

Like other opioids, SUBOXOMNE sublngual film may produce arthostatic hypotension in ambulatory patients.

9,13 Elevation of Cerebrospinal Fluid Pressure

Buprenarphine, like other opigids, may elevate cerebrospinal fluid pressure and should be used with caution in
patignts with head injury, intracranial lesions, and other circumstances when cerebrospinal prassure may be
increased. Buprenorphing can produce migsis and changes in the level of conscigusness that may interlere with
patient evaluation.

5.14 Elevation of Intracholedochal Pressure

Buprenorphine has been shown to increase intracholedochal pressure, as do other opioids, and thus should be
administered with caution to patients with dysfunction of the biliary tract.

5.15 Effects in Acute Abdominal Conditions

As ;im other opinids, buprenorphing may obscure the diagnasis or clinical course of patients with acute abdominal
conditions,

5,16 General Precaulions

SUBOXONE sublingual film shouwld be administered with caution in debditated patients and those with myxedama
or hypathyroidism, adrenal cortical insufficiency (e.0., Addison's disease); CNS depression or coma; toxic
psychoses; prostatic hypertraphy or urethral stricture; acute alcaholism; delirium tremens; or kyphoscoliosis.

6  ADVERSE REACTIONS

Because clinical trials are conducted under widely varying conditions, adverse reaction rates obsarved in the
clinical trials of a drug cannot be directly compared fo rates in the clinical trials of another drug and may not reflact
the rates observed in practice.

6.1 Adverse Events in Clinical Trials - SUBOXOMNE sublingual film

The safety of SUBOXONE sublingusal filrm is supported by clinical trials using SUBLUTEX (buprenanphing) sublingual
fablets and SUBOXONE (buprenorphine and naloxong) sublingual tablets, and other trials using buprenarphine
sublingual solutions, a5 well a5 an open-kabel study in 194 patients treated with SUBOXONE sublingual film. In total,
safety data from clinical studies ane available from over 3000 apicid-dependent subjects exposed o buprenorphing
at doses in the range used in the treatment of opiosd depandence. Few differences in the advarsa event profile were
noted among SUBOXONE sublingual film, SUBDXONE {buprencrphine and naloxone) sublingual tablets, SUBUTEX
[buprenorphing) sublingual tablets and a buprenorphine ethanalic sublingual solution,

The most common adverse event (»1%) associated with the sublingual administration of the SUBOXONE
sublingual film was oral hypoesthesza, Other adverse events were constipation, ghossodynia, oral mucosal erythema,
vomiting, intoxication, disturbance in attention, palpitations, insomnia, withdrawal syndrome, hyperhidrosis, and
Blurred vision.,

(rher achverse event data were derived from larger, controlled studies of SUBQXONE (buprenarphing and naloxone)
and SUBUTEX (buprenarphing) tablets and of buprenorphine sublingual solution. In a comparative study of
SUBOXONE (buprenorphing and nakoxone) and SUBUTEX (buprenorphing) sublingual tablets, adverse event
profiles were similar for subjects traated with 16/4 mg SUBOXONE (buprenarphing and naloxang) sublingual tablsts
or 16 mg SUBUTEX (buprenorphing) sublingual tablets. The following adverse events were reporied to ocour by
al lgast 5% of patients in a 4-week study of SUBOXONE (buprenorphing and naloxang) sublingual tablets and
SUBUTEX, {buprenorphing) sublingual tabiets.

Table 1. Adverse Events (=5%) by Body System and Treatment Group in a 4-week Study

Body System/ SUBDXONE SUBUTEX Placebo
Adverse Event (buprenarphing (buprenorphing) N=107
(COSTART and naloxoneg) sublingual ni%)
Terminalogy) sublingual tablets tablets
16/4 mo/day 16 mg/day
N=107 N=103
n (%) n (%)
Body as a Whole
Asthenia T 6.5%, R 7 (6.5%)
|Chills B{7.5% B (7.E% 8(75%
Headache 136.4%]) a0 [E1%) 24 [22.8%)
Infection b (5.6%) 12 (11.7%) T 6.5%]
Pain 24 (72 8% 19 (18.4%) 70 (18.7%]
|Fain abdomen T2 (11.0%, T2 (11.7%) T (65%
Pain back 4(37% §(78% 12 (11.2%
(Wilhdrawal syndrome 21 (25.2%) 19(18. M[E?.ﬁl
Cardiovascular Syslem
Vasodilation | 10 [2a7) | 4 [3.5%) [ 7 [6.5%)
gtm Ssem Az 8(7.6% 3(2.8%
slipation 13 [12.1%) [t A%
Diarrhea 413.7%] 3 {45%] b [15.5%]
Nausza 16 (15.0%] T4 (136%] 12 (11.2%)
Vamiting Bi79%) 37 6% 5 (4.7%)
Wervous System
Insomnia | 15 (14.0%) | 72 (21.4%) | 17 (15.0%)
Finitis [ S[4.7%] I 10 (9.7%] [ 14[151%)
| Skin And Appendages
Sweafing [ 15(140%) | 13 ([126%) [ 11 (10.3%]

Abbreviations: COSTART = Coding Symbuals for Thesaurus of Adverse Reaction Terms,

The adverse event profile of buprenorphine was also charactarized in the dose-controllad study of a buprenorphing
ethanolic solution, over a range of doses in four months of treatment. Table 2 shows adverse events reported by at
least 3% of subjects in any dose group in the dose-controlled trial,

Table 2. Adverse Evenls (=5%) by Body System and Treatment Group in a 16-week Study

Bady System/ Buprenarphine Dose

Adverse Evant Very Low* Low* Moderale* High* Total®

(COSTART N=184 N=180 N=186 N=181 N=T31

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

Body as a Whole

Absress 9 (5%) 2[1%) 3 (2%) 2(1%) 16 (2%) |

Asthenia 76 (19%] 78 (16%) %6 (14%] | 24 (13%) 104 (14%]

(CHilks 11 (5%) 12 (7%) 9 15%) 10 [6%) 42 (6%

Fever 7 [d%) 2(1%) 2% 10 (6% 21 13%)

Flu syndrome 37 13 (7%} 19(10% B 4% Ex]

Headacha g;[ﬂ‘i %tg&] 54%@]

Infechion [17%, I %) 4% {%g%] 145 ;35%1

Injury accidental 5% 0 (6% 5 13%) 5 (3%} REN]

T A e ]
In

Wmmﬁrﬂr{m JTEFG EUT [ 3 :ﬁﬁﬁ] 162 :fe'ﬁ]

Digesfive Syslem

Lanstipation 10 [5%) T3 [15%) 23 (12%) 26 (14%) B2 [11%)

Diarrhea 19 [10%] 8 14%) §(5%] 417%) a0 [5%]

Dyspepsia 6 [3%) 10 [6%) 412%] 4(7%) 24 (3%)

I".laus_qa 12 (T%) 22 12%) 23 (12%] 18 (10%] 75 [10%]

%umrtmgmm 8 [4%) 6 (3% 10 [5%) 14 [B%) {a%)
BIVOUS

Aty PP PLYiER) 20(11%] | 25 (14%) o1 [12%)

EF"!‘““” 2: [m? 195 :15% 7 :;%%] 11 1‘{16*: : ?1“4? ’
iZmness % (4%}

Insomnia a7 (73%) 50 (26%) 43 (23%) 51 (28%) 186 (2%

Mervousness T2 (7% 11 (6%, 10 (5%) 13 (7% 46 (5%]

Somnoknce 5 (3% 13 (7% 9(5%) 11 [6%) 38 15%)

Respiratary System

Cough increase 5 3%] 11 {6%) b (3%] 4% 26 [9%)

Pharyngitis 6 [3%) 7 [4%] (3%} 9(5%) (4%}

ﬂﬂmr:si 27 (15%) 16 (%) 15 (B%) 21 (12%) ETREED]

Appendapes
m = [ 23036 [ 303 | Wi [ #E(I%) BT [127%)
al Senses
Runny eyes [ T3(7%) | Yo%) | 6idk) | 63w | o4(5w)

*Sublingual solution, Doses in this table cannot necessarily be defivered in tablet form, but for comparison purposes:
1 my solution would be bess than a tablet dose of 2 mg
4 my solution approximates a 6 my tablet dose
& mg solution approximates & 12 myg tablet dose
16 mg solution approximates a 24 my tablet dose
6.2 wm Events - Post-marketing Experience with Suboxone Sublingual
ets
The maost frequently reparted post-markating adverse event nat observed in clinical trials was peripharal edema,

7 DRUG INTERACTIONS

7.1 Cylochrome P-450 344 (CYP3A4) Inhibitors and Inducers

Buprenarphine is metabolized to norbuprenorphing primarily by cytochrome CYP3A4; therefore, potential
interactions may occur when SUBDXONE sublingual film is given concurrently with agents that affect CYP3A4
activity. The concomitant use of SUBCXONE sublingual filrm with CYP3A4 inhibitors (2.0., azole antifungals such as
ketoconarole, macrolide antibiotics such as enythrormyein, and HIV profease inhibitors) should ba manitared and may
require dose-reduction of one or both agents.

The interaction of buprenorphine with CYP3A4 inducers has not been studied; therefore, it is recommendead that
patients receiving SUBOXOMNE sublingual film be monitared for signs and symploms of opioid withdrawal if
inducers of CYPIAL (e, efavirenz, phenobarbital, carbarmazeping, phenytain, rifampicin) are co-administered [s2e
Clinical Pharmacalogy (12.3)).

7.2 Anlirelrovirals

Three classes of antiretroviral agents have been evaluated for CYP3A4 interactions with buprenorphine. Nucleoside
reverse transcriptase inhibitors (NRTIS) do not appear 1o induce or inhibit the P450 enzyme pathway, thus no
interactions with buprenorphing are expected, Non-nucleoside reverse transcriptase inhibitars (NNRTIs) are
metabolized prinipally by CYP3A4. Efavirenz, nevirapine and etraviring are knawn CYP3A inducers whereas
delaviridine is & CYP3A inhibitor, Significant pharmacokinetic interactions between NNRTIS (e.g., efavirenz and
delavirding) and buprenoephine have been shown in clinical studies, but these pharmacokinetic inferactions did
not result in amy significant pharmacodynamic effects. It is recommended that patients who are on chronic buprenor-
phine freatrent fave their dose monitored if NNRTIS are added to thair treatment ragimen. Studies have shown some
antiretraviral protease inhibitors (Pls) with CYP3AS inhibitary activity (netfinavir, lopinavir/ritonavir, manaviry have
litthe effest on buprenorphine pharmacokinetic and no significant pharmacodynamic effects. Other Pls with CYP3A4
inhibitory activity (atazanavir and atazanavirritonavir) resulted in elevated levels of buprenorphing and
norbuprenarphing and patients in one study reported increased sedation. Symptoms of opioid excess have
baen found in post-marketing reports of patients receiving buprenorphing and atazanavir with and without ritonavir
concomitantly. Monitoring of patients taking buprenorphing and atazanavir with and without ritonavir is
recommended, and dose reduction of buprenorphing may be warranted.

7.3 Benzodiazepines

There have been a number of post-marketing reports regarding coma and death associated with the concomitant
use of buprenorphine and benzodiazepines. In many, but not all, of these cases, buprenorphing was misused by
seff-injection. Preclinical studies have shown that the combination of benzodiazepines and buprenorphine albzred
the usual cailing effect on buprenorphine-induced respiratory depression, making the respiratory effects of buprenor-
phina appear similar to those of full opioid agonists. SUBOXONE sublingual film should be prescribed with caution
to patients taking benzodiarepines or other drugs that act on the CNS, regardless of whether these drugs are taken
on the advice of & physician or are being abused'misused. Patients should be warned that it is exiremely danger-
ol to setf-administer non-prescribed benzodiazapines while taking SUBQXOMNE sublingual film, and should also ba
cautioned to use benzodiazepines concurrently with SUBOXONE subngual film only & directed by their physician,
8  USEIN SPECIFIC POPULATIONS

8.1  Pregnancy

Pragnancy Category C.

There are no adequate and well-controlled studies of SUBOXONE sublingual film or buprenarphing/maloxons in
pregnant warmen. SUBOXONE sublingual film should be used during pregnancy only if the patential benefit justifies
the potential risk to the fatus,

Teratagenic Effects:

Effects on embryo-fetal development were studied in Sprague-Dawlay rats and Russian white rabbits following oral
(1:1) and intramuscular {IM) (3:2) administration of mixures of buprenorphing and nalgxone. Following oral
adménistration fo rats and rabbits, no teratogenic effects were observed at buprengrphine doses up to 250 mggiday
and 40 mg/kgiday, respectively (estimated exposure approximately 130 times and 50 times, respectively, the
recommended human daily sublingual dose of 16 mg on a mg/me basis). No definitive drug-refated teratogenic
gffects were abserved in rats and rabbits at IM doses up to 30 mofg/day (estimated exposure approximatedy
20 times and 35 times, respectively, the recommendad human daily doss of 16 myg on 3 mg'm? basis), Acaphalus
was observed in ong rabbit fetus from the low-dose group and omphalocele was observed in two rabibit fetuses from
the same litter in the mid-dose group; no findings wera observed in fetuses from the high-dose growp. Following
oral adrministration of buprenorphine to rats, dose-related post-implantation losses, evidenced by increases in the
numbers of earty resorptions with consequent reductions in the numbers of fetuses, were observed at doses of
10 mg/kg/day or greater (estimated exposure appraximately 6 times the recommended human daily sublingusl
dese of 16 mg on @ mg/m? basis). In the rabbit, increased post-implantation losses occurmed at an oral dose of
40 mg/kg/day. Following IM administration in the rat and the rabbit, post-implantation lossss, as evidencad by
decreases in live fetuses and increases in resorptions, occurred at 30 myg/kgiday.

Bupranorphine was not teratogenic in rats or rabbits after IM or subcutaneous (SC) doses up 10 5 mg/giday
(estimated exposure was approximately 3 and 6 times, respectively, the recommendesd human daily sublingual dose
of 16 mg on a mg/m’ basis), after IV doses up to 0.8 mp/ky/day (estimated exposure was approxmately 0.5 times
and equal to, respectively, the recommended hurman daily sublingual dose of 16 mQ on a mgfm? basis), or after oral
doses up to 160 mghkg/day in rats (estimated exposune was approximately 35 times the recommended human daily
sublingual dose of 16 myg on a mg/m? basis) and 25 my/kpiday in rabbits (estimated exposure was approsimately
30 times the recommended hurman daity sublingual dose of 16 mg ona mg/'m? basis). Significant increasss in skelke-
tal abnormalities (e.g., extra thoracic vertebra or thoraco-lumbar ribs) were noted in rats after SC administration of
1 mpkg/day and wp (estimated exposure was approximately 0.6 times the recommended human daily sublingual
dose of 16 mg on a m'm? basis), but were not observed at oral doses up to 160 mgkg day. Increasas in skeletal
abnorrnelities in rabbits after IM administration of 5 mg/ka/day (astimated exposure was approximately & times the
recommended hurnan dasty sublingual dose of 16 mg an a mg/m? basis) or oral administration of 1 mgMg/day or
oreater (estimated exposure was approxdmately equal o the recommandad human daily sublingual dose of 16 mg
on a mog/m? basis) were not statistically significant.

In rabbits, buprenorphine produced statistically significant pre-implantation bosses at aral doses of 1 mokoday
or greater and post-implantation losses that were statistically significant at IV doses of 0.2 mpfg/day or grester
(estimated exposure approximately 0.3 fimes the recommended human daily sublingual dose of 16 mg an a ma'm?
basis).

Non-teratogenic Efects:

Dystocia was noted in pregnant rats treated intramuscularly with buprengrphine 5 mg/kg/day (approximately
3 times the recommended human daily sublingual dose of 16 mg on a mg/m? basis). Fertility, pari-, and post-natal
development studies with buprenorphine in rats indicated increases in neonatal mortality after oral doses of
0.8 mgkg/day and wp (approcdmately 0.5 times the recommended human daity sublingual dose of 16 mg on a
mgme? basis), after IM doses of 0.5 mgkp/day and up (approximately 0.3 times the recommended human daily
sublingual dose of 16 mg on a mg/m?® basis), and after 5C doses of 0.1 mgkgfday and up (Approximatedy
(.06 tirnes the recommended hurnan daily sublingual dose of 16 mg on a mg/m? basis). Delays in the occurrence
of righting reflex and starte response were noted in rat pups & an oral dose of 30 mokp/day (approximately 50 times
the recommended hurnan daily sublingual dose of 16 mg on & mg/m? basis).

8.3  Noursing Mothers

Buprenorphine passes into breast milk. Breast-feeding is not advised in mothers treated with buprenarphine
products,

An apparent Lack of milk production during general reproduction studies with buprenorphing in rats caused
decreased viability and lactaton indices.

B4  Pediatric Use

The safety and effectivenass of SUBOXONE sublingual film have not been established in pediatric patients.,

8.5 Geralric Use

Chinical studies of SUBONONE sublingual film, SUBOXONE (buprenorphing and nalawons) sublingual tablets, or
SUBUTEX (buprenorphing) sublingual tablets did not include sufficient numbers of subjacts aged 65 and over o
determing whether they responded differently than younger subjects. Other reporied clinical experiance has not
identified differances in responses between the elderfy and younger patiants, In general, dose selaction for an
elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting tha greater frequency
of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

8.6 Hepalic Impairment

The effect of hepatic impairment on the pharmacokingtics of buprenarphing and naloxone is unknown. Since both
drugs are extensively metabolized, the plasma levels will be expacted to be higher in patiants with modarate and
severg hepatic impairment. However, it is not known whether both drugs are affected to the same degree.
Therefore, dosage should be adjusted and patients should be watched for signs and symptoms of precipitated
opicad withdrawal.

8.7  Renal Impairment

Mo differences in buprengrphing pharmacokinetics were observed betwean 9 dialysis-dependent and 6 normal
patients following IV administration of 0.3 mg buprenorphing. The effects of renal failure on nalooons
phanmacokingtics are unkmwm.

9 DRUG ABUSE AND DEPENDENCE

91 Controlled Substance

Buprenorphing is a Schedule 111 narcotic under the Controlled Substances Act.

Under the Drug Addiction Treatment Act {DATA) codified al 21 U.5.C. 823(n), prescription use of this product in
the treatment of opioid dependence is limited to physicians who meel cerdain qualifying requirements, and
wha have notified the Secretary of Health and Human Services (HHS) of their intent to prescribe this product
for the Ireatment of opioid dependence and have been assigned a unigue idenfification number that must be
included on every prescription.

9.2 Abuse

Buprenorphine, like morphine and other opioids, has the potential for being abused and is subject to criminal
diversion, This should be considered when prescribing or dispensing buprenorphing in situations when the
clinician is concermed about an increased risk of misuse, abuse, or diversion. Healthcare professionals should
contact their state professional licensing board or state contralled substances authodity for information on how to
prevent and detect abuse or diversion of this product.

Patients who continue to misuse, abuse, or divert buprenorphing products or other opioids should be provided with
or refierred for more intensive and structured treatment,

Abuse of buprenarphing poses a risk of overdose and death. This risk is increased with the abuse of buprenarphing
and alcohol and other substances, especially benzodiazepines.

The physician may be able to more easily detect misuse or diversion by maintaining records of medication
prescribed including date, dase, quantity, frequancy of refills, and renewal requests of medication prescribed.
Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and proper
handling and storage of the medication ane appropriate measures thal help to limit abuse of opioid drugs.

9.3 Dependence

Buprenorphing & a partial agonkst at the mu-opéoid receptor and chronic administration produces physical
dependence of the opioid type, characterized by modarate withdrawal signs and symptoms upon abrupt discontin:
Lation or rapid taper. The withdrawal syndrome is typically mildes than sean with full aganists and may be delayed
in anset fsee Warmnings and Precaulions (5.5)].

A negnatal withdrawal syndrome has been reported in the infants of women treated with buprenorphing during
pregnancy [see Warmings and Precautions (5.9]].



10 OVERDOSAGE

The manifestations of acute overdose include pinpoint pupils, sedation, hypotension, respiratory depression, and
death.

In the event of overdose, the respiratory and cardiac status of the patient shauld be monitored carefully, When
respiratory or cardiac functions are depressed, primary attention should be given to the re-establishment of ade-
quate respiratory exchange thraough provision of a patent dirway and institution of assisted or contralled ventilation.
Ooeygen, IV fluids, vasopressors, and other supportiva measures should be employed as indicated,

In the case of overdose, the primary management should be the re-establishment of adequate ventilation with
mechanical assistance of respiration, it required. Naloxone may be of value for the management of buprenor-
phine overdose. Higher than normal doses and repeated adminisiration may be necessary.

11 DESCRIPTION

SUBOXONE {buprenorphing and naloeone) sublingual film is an orangs film, imprinted with a logo identifying the
product and sirength in white ink, It containg buprenarphine HCI, 2 mu-opioid receptor partial agaonist and a kappa-
opioid receptor antagonist, and naloxane HCI dibydrate, an opioid receptor antagonist, at a ratio of 4:1 (ratio of free
bases). Itis intended for sublingual administration and is available in two dosage strengths, 2 mg buprenarphing
with 0.5 mg naloxona and & my buprenorphing with 2 mg naloxone. Each sublingual film also contains polyethyl-
eng onide, hydrowypropyl methylcellulose, maltitol, acesultarme potassium, lime flavor, citric acid, sodium citrate,
FD&L yellow #6, and white ink.

Chemicalty, buprenorphing HCI is (25)-2-[17-Cyclopropyimethiyd-4, Sce-epag-3-hydrooy-G-methoxy-Go, 14-sthang-
1de-marphinan-7Tee-y]-3,3-dimethylbutan-g-0f ydrochloride. 1t has the following chemical structure;

Lo,
il S +He!

Buprenorphing HC has the molecular formula CogHa, MO, « HCand the modecular weight is 504.10. 1t is a white or

off-white crystalling powder, sparingly solubile in water, fresly saluble in mathanal, soluble in alcohol, and practically

insolubiz in cyclahexang.

Chemically, nalosone HCI ditydrate s 17-Allyl-4, 5o -epoxy-3, 14-dihydroxymorphinan-G-ona hydrochloride

difydrate, It has the following chemical structure:
H

HEl+ 2H,0
Naloxane fydrochlionde dihydrate has the molecukar formula CygHg, N0y = HCI = 2H,0 and the malecular weight

is 39987, Itis a white to slightly offt-white powder and is fresly soluble in water, soluble in alcohol, and practically
insolublz in toluene and ether.

12 CLINICAL FHARMACOLODGY

121 Mechanism of Action

SUBOXONE sublingual film containg buprenorphing and naloong, Buprenorphing is a partial agonist at the
mu-opioid receplor and an antagonist at the kappa-opioid receplor. Naloxone i a potent antagonist at mu-opioid
receptors and producss opioid withdrawal signs and symptoms in individwals physically dependent on full opsoid
apgonists when administared parenterally.

12.2 Pharmacodynamics

Subjective Effecls:

Comparisons of buprenarghing fo full opioid agenists such as methadone and hydromorphone suggest that
sublingual buprenorphing produces typical opioid agonist effects which are limited by a ceiling effect.

In opioid-experienced subjects who were not physically dependent, acute sublingual doses of buprenorphing!
naloxone tablets produced opioid agonist effects which reached a maximum betwaen doses of 82 mg and 16/4 mg
buprenorphinenalooane.

Opioid agonist ceiling-effects were also observed in @ double-blind, parallel group, dose-ranging comparison of
sinple doses of bupranorphine sublingual salution (1, 2, 4, 8, 16, or 32 mp), placeba and a full agonist control at
various doses. The treatments were given in ascending dose order at intervals of at least one week to 16 opiid-
experienced subjects who wera not physically dependent. Both active drugs produced typical opioid agonist effects.
For all maasures for which the drugs produced an effact, buprenarphing produced a dose-related rasponsa,
However, in each case, there was a dose that produced no further effiect. In contrast, the highest dose of the full
agonist control always produced the greatest effects. Agonist objective rating scores remained elevated for the
higher doses of buprengephing (8-32 myg} kanger than for the lower doses and did not return to baseling until 48 hours
aftes drug administration. The onset of effiects appeared more rapidly with buprenarphing than with the full agonist
control, with most doses nearing peak effect after 100 minutes for buprenorphine compared to 150 minutes for the
full agonist control.

Physiologic Efects:

Buprenosphine in IV (2, 4, & 12 and 16 mg) and sublingual (12 mg) doses has been administered to opioid-
expenenced subjects who were not physically dependent to examine cardiovascular, respiratory, and subjective
effects at doses comparable to those used for treatment of opioid dependence. Compared 1o placebo, there were
no statistically significant differences among any of the treatment conditions far blood pressure, heart rate,
respiratory rale, Oy saturation, or skin temperature across time. Systolic BF was higher in the 8 mg group than
phacebo (3-hour AUC values). Minimum and maximum etfects were similar across all treatments. Subjects remained
responsive to bow voice and responded to computer prompts. Some subjects showed irritability, but no ather
changes were observed.

The respiratory effects of sublingual buprenarphing were compared with the effects of methadone in a double-blind,
parallel group, dase ranging comparison of single doses of bupranorphing sublingual solution (1, 2, 4, 8, 16, or
32 ma) and oral methadane (15, 30, 45, or 60 ma) in nan-dependent, opioid-experienced volunteers. In this study,
hypoventilation not reguiring medical intervention was reported more fraquently after buprenarphing doses of
4 myg and higher than after methadane. Bath drugs decreased 0, saturation to the same degres.,
Effeet of Naloxone:

Physiologic and subjective effects following acute sublingual administration of buprenorphing tablets and
buprenarphine/nalaoane tablets were similar at equivalent doss levels of buprenarphine, Naloxone had no clinically
signaficant effact when administered by the sublingual route, athowgh blood levels of the drug were measurable,
Buprenarphinemalaxang, when administered sublingually to an opioid-dependent cohort, was recognized as an
opioid agonist, wherzas when administered intramuscularty, combinations of buprenarphine with nalcane produced
opioid antagonist actions similar to naleone. This finding suggests that the naloeong in buprenorphine/nakwane
fablets may deter injection of buprenorphine/naloxona tablets by parsons with active substantial heroin or other full
mu-opivid dependence. However, clinicians should be aware that some opioid-dependent parsons, particularty those
with a low bevel of full mu-opioid physical dependence or those whose apioid physical dependence is predaminanthy
1o buprenarphine, abusa bupranorphinamaloxana combinations by the intravenous or intranasal route. In methadone-
maintained patiants and hemmdependem subjects, IV administration of buprenorphine/naloxone combinations
precipitated opiaid withdrawal signs and symptoms and was perceived as unpleasant and dysphoric. In manphing-
stabilized subjects, intravenously administerad combinations of buprenorphing with naloxone produced opioid
antaganist and withdrawal signs and symgtoms that were ratic-tependent; the mast infense withdrawal signs and
symploms were produced by 2:1 and 4:1 ratios, less intense by an 8:1 ratio.

12.3 Pharmacokinetics

Absorption:

Table 3 shows the pharmacokinetic paramaters of buprenarphing, norbugrenorphing, and naloxone after adminis-
tration of SUBOXONE sublngual film in randomized, crossover studies. The pharmacokinetics of the SUBOXONE
sublingual film is similar to the pharmacakingtics of the respective dosage strengths of SUBOXONE (buprenor-
phine/ nalaxone) sublingual tablets, aithowugh not all doses and dose combinations met bioequivalence criteria.

Table 3 Pharmacokinetic parameters of buprenorphing, norbuprenarphing, and naloxone after the sublingual
adminisiration of SUBOXONE sublingual film

Mean [ T AU [
Dose Ana a max nf
e S0 | (g | M | (ewomi) | (of
: Wean | 0.947 172 8654 | 3341
Bugrenarphine 50 0.374 0.60 2854 1301
} Wean | 0312 2% 1452 | 5609
2mp5mg | Norbuprenorphine | "o, 0,140 203 5776 | 3114
. Mean 591 077 1373 500
. SD %0 0% | 4310 | 552
: Wean 337 153 3045 | 3282
Bugrenarphine 5D 180 0,66 13.03 981
} Wean 140 217 5491 | 419
Bmo2mg | Nobuprenorhine | e | 105 | 263 | 3m | 17%
. Mean 1% 081 3808 65
ekzcong ) 912 0.19 2010 314
“Nalonons G, expressed as pa/mL. Nalosona AUG, expressed as hepg/mL
Distribution:

Buprenorphine is approximately 96% protein bound, primarily to alpha and beta globulin,
Naloxone is approdmately 45% pratein bound, primarily to albumin.
Metabolism:

Buprenorphine undergoas both N-dealkylation to norbuprengrphing and glucuronidation, The N-dealkylation
pathway is mediated primarily by the CYP3A4. Norbuprenorphing, the major metabolite, can further undergo
glecuranidation. Norbuprenarphing has been found to bind opiaid receptors in-vitro; howewver, it has not been
studied chnically for opinid-like activity. Naloxona undergoes diract glucuronidation o naloxone-3-glucuronide as
wiell as N-dealiylation, and reduction of the G-oxo graup.

Elimination:

A mass balance study of buprenorphing shaowed complete recovery of radiolabel in urine (30%) and feces (69%)
collected up to 11 days after dosing. Almast all of the dose was accounted for in terms of buprenarphing,
norbuprenorphing, and two unidentified buprenorphing metabolites. In wring, mast of buprenorphing and
narbuprenorphing was conjugated (buprenarphing, 1% free and 9.4% conjugated; norbuprenorphine, 2.7% free and
11% conjugated). In feces, almost all of the buprenarphing and narbuprenorphing were free (buprenarphine,
33% free and 5% conjugated; norbuprenorphing, 21% free and 2% conjugated). Based on all studies performed with
SUBOXONE sublingual film, buprenorphing has a mean elimination hali-ide from plasma ranging from 24 to
42 hours and naloxona has a mean elimination half-life from plasma ranging from 2 ta 12 hours,

Drug-drug Interactions:

CYP3A4 Inhibitars and Inducers: Subjects receiving SUBOXONE sublingual film should be monitored if inhibitors
of CYP3A4 such as azole antifungal agents (e.., ketoconazole), macrolide antibiatics (e.g., enythromycing or HIV
profease inhibitors and may requing dose-reduction of one or both agents. The inferaction of buprenorphine with all
CYP3A4 inducers has not been studied, therefore it is recommended that patients receiving SUBOXOMNE sublingual
film be manitored for signs and symptoms of opiaid withdrawal if inducers of CYP3A4 (e.g., phenobarbital,
carbamazeping, phenytoin, rifampicin) are co-administered [See Drug Inferactions (7.1)].

Buprenorphing has been found to be a CYP2DE and CYP3A4 inhibitar and its major metabolite, norbuprenorphing,
has been found to be a moderate CYPZDE inhibitor in in-vitro studies employing human liver microsomes.
Hawever, the relativedy low plasma concentrations of buprenorphing and norbuprenorphing resulting from therapeutic
doses are not expected fo raise significant drug-trug interaction concems,

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Ferfility

Carcinogenicify:

Carcinogenicity data on SUBDXONE sublingual film are not available,

A carcinogenicity study of buprenarphing/malosone (4:1 ratio of the free bases) was parformed in Alderley Park rats,
Buprenarphine/naloxone was administerad in the diet at doses of approximately 7, 31, and 123 mo/ko/day for
104 weeks (astimated exposure was approximately 4, 18, and 44 times the recornmended human sublingual dose
of 16/4 mg buprenorphine/naloxone basad on buprenorphing AUC comparisons). A statistically significant increase
in Leydig cell adenomas was obsarved in all dose groups. No ather drug-related tumars were noded.
Carcinogenicity studies of bupranorphine were condected in Sprague-Dawiey rats and CO-1 mice. Buprenarphing
s administered in the died to rats at doses of 006, 5.5, and 56 mg/kp/day (estimated exposure was approximatehy
0.4, 3, and 35 times the recommended human daily sublingual dose of 16 myg on a mg/m? basis) for 27 manths,
As in the buprenarphine/maloxone carcinogenicity study in rat, statistically significant dose-refated increasss in
Leydig cell tumors occurred. In an S6-week study in CO-1 mice, buprenarphing was not carcinogenic &t distary
dases up 1o 100 mg/kg/day (estimated exposure was approximataly 30 fimes the recommended human daily
sublingual dose of 16 mo on a mg/m? basis).

Mutagenieity:

The 4:1 combination of buprenorphing and naloxons was not mutagenic in a bacterial mutation assay (Ames test)

using four strains of 5. typhimunve and two strains of £, coll, The combination was not clastogenic in an i witrg

cytogenatic assay in human lymphocytes or in an [V micronucleus test in the rat,

Buprenorphing was studied in a series of tests utilizing gene, chramosome, and DNA interactions in both prokary-

ofic and eukaryatic systems. Results were negative in veast (5. cerevisiag) for recombinant, gene convertant, or for-

ward mutations; negative in Bacillus subtilis “rec” assay, negative for clastogenicity in CHO cells, Chiness hamster
bane marrow and spermatogonia czlls, and negative in the mouse lymphoma L3178Y assay.

Results were equivocal in the Ames test: negative in studies in two laboratories, but positive for frame shift

mutation at a high dose (Smg/plate) in a third study, Results were positive in the Graen-Tweets (E. colf) survival test,

positive in a DNA synthesis inhibition (D51} test with testicular tissue from mice, for both in viva and in vitrg
incorporation of [*H]thymidine, and positive in unscheduled DNA synthesis (UDS) test using testicular calls from
micza.

Inpairment of Fertifity:

Ditary administration of buprenorphing in the rat at dose levels of 500 ppm or greater (equivalent to approcimatehy

47 mgkp/day or greater; estimated exposure approximately 28 times the recommended human daity sublingual dose

of 16 mg on & mg/m* basis) produced a reduction in fertility demonstrated by reduced female conception rates,

A dietary dosa of 100 ppm (equivalent to approximately 10 mo/kgiday; estimated exposura appraximalely 6 times

the recammended human daily sublingual dose of 16 mg on & mg'm? basis) had no adverse efiect on fentility,

16 HOW SUPPLIED / STORAGE AND HANDLING

SUBOXONE sublingual film is supplied &5 an orange rectangular sublingusl film with 2 white printed boga in child-

resistant pohyesteroil laminated pouches:

« NDC 12496-1202-3 (buprenorphing/maloxone 2 mgi.5 mgAilm; content expressad in terms of free base) -

30 films per carton
*NDC 12496-1208-3 (buprenorphing/maloxone 8 mg/2 moffilm; cantent expressed in terms of fres bass) -
30 films per carton

Store at 25°C (T7°F), axcursions permitted to 15-30°C (59-B6°F) [see LSP Controlled Room Termpearature]

Patients should be advised lo store buprenorphine-containing medications safely and out of sight and reach of

chibdren. Destroy any unused medication appropriately [see Disposal of Unosad SUBOXONE Subingual film (17,21,

Rx only

17 PATIENT COUNSELING INFORMATION

17.1 Safe Use

Before initiating treatment with SUBOXONE, explain the points listed below fo caregivers and patients. Instruct

patients to read the Medication Guide each time SUBOXONE is dispensed because new information may be

available.

. Patients should be warned that it is extremely dangerous to sell-administer non-prescribed benzodiazepines
or other CNS depressants (including alcohal) while taking SUB0XONE sublingual film. Patients prescribed
benzodiazepings or other CNS depressants should be cautioned to use them only as directed by their
physician. [see Warnings and Precautions (5.2), Orog Interactions (7.3)]

. Patiznts shauld be advised that SUBOXONE sublingual film containg an opicid that can be a target for
people who abusa prescription medications or street drugs. Patients should be cautioned to keep their films
i a safe place, and to protect them from theft.

. Patients should be instructed to keep SUBOXONE sublingual film in a secure place, out of the sight and reach
of children, Accidental or deliberatz ingestion by a child may cause respiratory depression that can result in
death. Patients should be advised that if a child is exposed to SUBOXONE sublingual film, medical attention
should be sought immesfiately.

. Patients should be advised never fo give SUBOXONE sublingual film to anyone else, even if he or she has
the same signs and symptams. It may cause harm or death.

. Patients should be advised that selling or giving away this medication is against the law.

* Patients should be cautioned that SUBOXONE sublingual film may impair the mental ar physical abilities
required for the performance of potentially dangergus tasks such as driving or oparating machinery. Caution
showld be taken especially during drug induction and dosa adpustment and until individuals are reasonabhy
certain that buprenorphing therapy does not adversely affect their ability to engape in such activities. [see
Wamings and Precautions (5.11)]

. Eﬁw_ﬁ should be advised not to change the dosage of SUBOXONE sublingual film without consulting their

ysician.

. Patients should be advised o take SUBOXONE sublingual film once a day.

. Patients should be informed that SUBOXONE sublingual film can cause drug dependance and that
withdrawal sipns and symploms may occur when the medication is discontinued.

* Patients seeking to discantinue treatment with buprenarphine far opioid dependence should be advised
to wark chosely with their physician on a tapering schedule and should be apprised of the potential to
relapse to illicit drug use associated with discontinuation of opioid aganist/partial agonist medication-
assisted treatment.

. Patients should be cautioned that, ke other opinids, SUBOXOMNE sublingual film may producs orthostatic
hypotension in ambulatory individuals. [see Warmings and Precautions. (5.12)]

. Patients should infarm their physician if any other prescription medications, over-the-counter medications,
or herbal preparations are prescribed or currently being used. [see Drug Interactions (7.1, 7.2 and 7.3)]

. Women of childbearing potential who bacome pregnant or are planning fo become pragnant, should be
arvised to consult their physician regarding the possibile effects of using SUB0XONE sublingual film during
pregnancy. (sag Use in Specific Popuiations (8. 1)]

. Patients should be warned that buprenarphing passes inta breast milk. Breast-feading is not advised in
mathers treated with buprenarphine products. [ses Use in Specific Poputations (8.3)],

. Patients should inform their family members that, in the event of emergency, the treating physician or
emergency room staff should be informed that the patient is physically dependent on an opiosd and that the
patient is being treated with SUBOXONE sublingual film.

Refar to the Medication Guide for additional information regarding the counseling information.
1'-' 2 Disposal of Unused SUBOXOME Sublingual Film
Unapened SUBOXONE sublingual films should be disposed of as soan as they are no longer nesded;
1. Remove the SUBOXONE film from its fod pouch.
2. Drop the SUBOXONE film into the toilet.
3. Repeat staps 1.and 2 for each SUBOXONE film. Flush the foilet after all unneeded films have been put into
the toilet.
Foil powches or cartons should not be flushed down the toilet.
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