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Introduction

Opioid dependence has reached epidemic proportions in the United
States. The public face of the dependent client/patient is not self-evident
or predictable. Currently, many patients are seeking treatment
because of their inadvertent dependence on analgesics prescribed

for chronic pain. The number of persons dependent on analgesics

IS growing at a faster pace than that of heroin-dependent persons.

It is well-known that the role of counselors in the treatment of
clients/patients with opioid dependence is critical and profound.
Opioid dependence has been described by the World Health
Organization and the National Institute on Drug Abuse as a brain
disease with a behavioral disorder. This brochure has been created
to enhance your professional knowledge of the pharmacotherapeutic
options available to your opioid-dependent patients.
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How Are Counselors Affected

by the More Demanding Environment
of Opioid Dependence?

Psychosocial counseling has always been the cornerstone of successful opioid-

dependence treatment. In addition to treating an extensive heroin-dependent
population,' counselors are currently challenged to accommodate the
psychosocial needs of increasing numbers of individuals dependent on opioid
analgesics.2 Opioid dependence, a brain disease with a behavioral disorder,

is affecting a broader base of patients, including people of all ethnic groups,
educational and professional backgrounds, and economic status.

Percent Increase in Drug Abuse 1992-2003°
150 —

140.5

100 —

All Controlled Opioids CNS Stimulants ~ Marijuana Cocaine Heroin
Prescription Depressants
Drugs

While counseling addresses the psychosocial aspects of the disease,

many patients may also bene t from medical treatment as an adjunct to
counseling. With this condition becoming more mainstream, physicians
may be in a position to more readily identify opioid-dependent patients and
thus refer and collaborate with counselors.

What Are Recent Approaches to the Treatment
of Opioid Dependence?

The alarming rate of opioid-dependence growth is taxing treatment
resources; therefore, more is being done to expand access to care for patients
with this illness. The Drug Addiction Treatment Act of 2000 (DATA 2000)
expanded treatment options by giving quali ed physicians the right to
prescribe approved Schedule I11, 1V; or V narcotic medications (ie, opioids)
to treat opioid dependence in the privacy of a medical of ce setting.?

In conjunction with counseling, this treatment paradigm offers patients
the ability to have withdrawal symptoms and cravings medically managed in
the privacy, convenience, and con dentiality of their doctor s of ce.

Currently, SUBOXONE and Subutex™ (buprenorphine HCI, sublingual
tablets) (CI11) are the only medications approved under DATA 2000 for

the treatment of opioid dependence. The integration of counseling with
medically assisted therapy has been shown to improve outcomes for opioid-
dependent patients, including increased treatment retention and decreased
illicit drug use.

Please see attached full Product Information.
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What Should the Counselor Consider in
Evaluating Patients for Pharmacotherapy?

A counselor is in an ideal position to evaluate a patient s needs in
opioid-dependence therapy. If appropriate, the counselor can recommend
aphysician who is quali ed to prescribe pharmacotherapy in the privacy
of anof ce setting.

While SUBOXONE can be prescribed within a variety of settings, in-of ce
treatment provides patients with the comfort of privacy and con dentiality,
breaking down self-imposed barriers to seeking help, and may also help
reduce fear of being stigmatized.

There are bene ts to having a variety of options. During maintenance,
take-home SUBOXONE treatment may eliminate the need for daily visits
to a doctor s of ce or healthcare facility, thus decreasing restrictions in
patients lives.

Treatment with SUBOXONE offers exibility and
convenience for patients:

Work hours are uninterrupted
Business travel is unrestricted

Family events may be attended

Leisure travel may be extended

How Does Counseling Affect the Matrix of
Patient Care?

The role of the counselor in the matrix of patient care is
invaluable. Each patient is unique, and the counselor s
ability to evaluate each individual s needs will ensure the
best outcomes. The bene ts of maintenance with SUBOXONE
allow you to professionally address the psychological and
behavioral growth of the recovering patient.

Counseling/
Addiction Professional

Improved
Outcome

Pharmacotherapy/ Patient Readiness
Prescribing MD and Adherence

Please see attached full Product Information.
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Neurobiology: What Happens in the Brain?

Studies of brain chemistry have led to the understanding that opioid
dependence is a biological brain disease that drives behavioral patterns
for drug seeking that are neurologically wired to survival.’

Opioids release chemical molecules that attach to the mu-opioid receptors
of brain cells (neurons), activating the mesolimbic reward system. This
linkage triggers the same hiochemical processes that reward people with
feelings of pleasure and that promote basic life functions and survival,

beginning the cycle of opioid use.

Cycle of Opioid Use

opioid use

This cycle is driven by withdrawal symptoms experienced by the
opioid-dependent person and ultimately the physical need to overcome

these symptoms.

What Is the Evidence That Opioid Dependence
s a Brain Disease?

Opioid dependence is described as a brain disease because long-term exposure
to opioids has been shown to cause:

Signi- cant changes at the neurochemical, molecular, and cellular levels®

Changes in brain structure and function that last long after drug use
has stopped®®

These neurobiological changes are part of what can trigger drug cravings years
after a patient s last use.® As counselors know, overcoming opioid dependence is
not as simple as removing the substance of abuse from the patient s system.

Opioids, such as some prescription pain medications and heroin, attach to
opioid receptors in the brain, which stimulates the release of dopamine and
produces pleasurable feelings. Dopamine is a neurotransmitter that plays an
important role in the brain s reward system, inducing feelings of well-being
and euphoria.® When the opioid eventually detaches from the receptors,
people experience withdrawal and cravings with a strong need to repeat the
experience.’

Neuroadaptation of Dopamine (DA) D, Receptors’

Positron-emission tomography
(PET) showing the effects of
heroin dependence on brain
DA D, receptors.’

DA D, Receptor Availability

Control Addicted

Please see attached full Product Information.
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How Is SUBOXONE Different From
Other Opioids?

SUBOXONE is made up of buprenorphine and naloxone. Buprenorphine is
a partial opioid agonist that blocks other opioids from attaching to brain
receptors. A partial opioid agonist produces less effect than a full opioid

agonist when it binds to opioid receptors in the brain.

SUBOXONE also includes a naloxone component to discourage misuse.

Generally, naloxone has no clinically signi cant effect when taken
sublingually. However, if SUBOXONE is crushed and either injected
or snorted, the naloxone component causes withdrawal in an
opioid-dependent person.

Partial Opioid Agonist

Full Opioid Agonist

Generic Name

Buprenorphine

Examples: Methadone
Heroin
Morphine

Drug Effect

Limited euphoria

Dose-dependent euphoria

Dependence Limited High

Potential

Withdrawal Generally mild Potentially severe
Symptoms

Respiratory Has a “ceiling effect” Has no “ceiling effect”
Depression

When SUBOXONE is used along, there is less risk of fatal respiratory
depression compared with full agonists because of its characteristic

ceiling effect. & Aswith any opioid, caution is advised when used in
combination with other CNS depressants

32 mg buprenorphine produced no greater respiratory depression than
that resulting from 16 mg buprenorphing®®

Respiratory Depression Is Limited With SUBOXONE

A Threshold for Fatal
Respiratory
Depression

Full Agonist

Partial Agonist

Respiratory Depression

A 4

Log Dose

Intravenous use of buprenorphine, usually in combination with
benzodiazapines or other CNS depressants, has been associated with
signi cant respiratory depression and death.

Please see attached full Product Information.
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How Does SUBOXONE Work?

SUBOXONE binds to mu-opioid receptors in the brain and has a stronger
chemical attraction and bond compared to full agonists (eg, methadone,
heroin, oxycodone, hydrocodone, and morphing).

b

Bih-C4™ II! L

As SUBOXONE therapy begins:

1. A person is in a mild-to-moderate state of
withdrawal (-) as the opioid «# of dependence
begins to leave the receptors '

Nerve synapse in the brain where
opioid receptors are located

2. Buprenorphine ﬂ‘ attaches to receptors as
the other opioid leaves the person s system.
Withdrawal symptoms start to get better I:}
because buprenorphine is  lling up the
receptors. In addition, buprenorphine
reduces cravings.

SUBOXONE

3. Buprenorphine rmly attaches to the
receptors and blocks other opioids from
attaching. With adequate maintenance doses,
buprenorphine  lls most receptors. The
buprenorphine has a long duration of action,
S0 it doesn t wear off quickly.

How Does SUBOXONE Address the Biological
Basis of Dependence?

At appropriate doses, buprenorphine:

Suppresses opioid withdrawal symptoms
Decreases cravings for other opioids

Causes limited euphoria compared to full agonists, but produces suf cient
positive effects to aid in treatment adherence®®’

Causes limited physical dependence compared to full agonists?

Limited physical dependence and euphoria resulting in lower potential
for abuse than full agonists®

Blocks the effects, in a dose-dependent manner, of subsequently
administered opioids by preventing them from binding to the
mu-opioid receptors®

Poses less risk for fatal respiratory depression, when taken alone,
compared to full agonists because of the ceiling effect characteristic
of partial opioid agonists®

As with all opioid agonists, there is a risk of respiratory depression.
SUBOXONE should always be used according to the product
information and physician instructions to reduce potential risks

Please see attached full Product Information.
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What Clinical Evidence Supports Is Treatment With SUBOXONE Just Trading
SUBOXONE Ef cacy? One Dependence for Another?
Trial Data in Conjunction With Psychosocial Counseling All opioids can cauise physical dependence. But as you ve seenin How Is
Pharmacotherapy with SUBOXONE allows patients to manage the physical SUBOXQNE Dn‘_ferent me Other Oplou_is?_ on page 12, the pgak level of
symptoms of withdrawal and cravings, which may enhance their ability to euphoria experienced with SUBOXONE is limited compared with that of full
focus on the bene ts of psychosocial c’ounseling agonists such as heroin. This experience has been associated with a lower

' level of physical dependence and limited development of tolerance compared
Pivotal Trials Proveli-ié: with a full agonist. SUBOXONE provides a level of reinforcement that assists

in retaining patients in treatment, including counseling.

SUBOXONE suppresses withdrawal symptoms i

. When a patient no longer needs SUBOXONE, the dose can be tapered slowly
SUBOXONE decreases cravings until medication is not required. The withdrawal symptoms of SUBOXONE
SUBOXONE decreases illicit opioid use are milder than those experienced with a full opioid agonist and can be

SUBOXONE improves treatment retention medically managed.

Decrease in Mean Opioid Craving Scores at Week 41114

SUBOXONE Placebo
0

16%

25 —

50 —

Change From Baseline (%)

75 —

100 —

Please see attached full Product Information.
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How Does Psychosocial Counseling
Combined With SUBOXONE Maintenance
Enhance Patient Success?

Treatment with SUBOXONE allows for ongoing psychosocial counseling
to achieve cognitive and behavioral changes. In two studies, one reporting
6-month results, treatment retention rates ranged from 42%* to 72%.

The 6-month study® showed signi cant improvements from baseline in:
[licit drug use (excluding alcohol)
Injection drug use related risk

Employment
Personal relationships

Since physical dependence is only part of opioid dependence, the chance of
relapse can be higher with short-term treatment because patients have less
time to learn the skills necessary to maintain an opioid-free lifestyle.

Improvements From Baseline With 6 Months of Buprenorphine Maintenance®®

100

90 — Baseline
80 — M At 6 months
70— 74.5%
£ 60—
w0
g 0] 50.1%
B 40 46.5% =70
30 34.1% 35.2%
20
10 — 13.8% 5.8%
: 1557 = 8
Heroin Use Codeine Use Principal Partner Parents and/or Siblings
P =.0001 P =.0001 P =.0003 P =.0002
Decreased Drug Use Improved Personal Relationships

Maintenance therapy with SUBOXONE may afford patients the time to
manage the physical distractions that prevent them from seeking and
continuing psychosocial counseling.

Please see attached full Product Information.
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What Types of Patients May Need Treatment for
Opioid Dependence?

There are many different types of opioid-dependent patients you work with
professionally who would be candidates for treatment:

Patients who continue to use opioids after pain has been resolved and who
meet DSM-IV-TR criteria for dependence

Patients with comorbid psychiatric conditions®

As many as 47% of opioid-dependent patients seeking treatment in one
study had a documented psychiatric comorbidity*’

Individuals whose recreational use of opioids has increased to the point
of dependence

SUBOXONE is indicated for the treatment of opioid-dependent patients.

How Should | Discuss SUBOXONE With
My Patients?

An opioid-dependent patient is often reluctant to seek treatment because of
the fear of withdrawal. SUBOXONE can help control withdrawal symptoms
and cravings.’

Your patients may also be reassured to know that a combination of
psychosocial counseling and SUBOXONE has been shown to improve
treatment retention and reduce illicit opioid use.* There are several stages
of SUBOXONE therapy, including induction, stabilization, maintenance,
and medical withdrawal, that can be reviewed with the patient. Counseling
should be integrated into all phases of SUBOXONE treatment.

Induction

To begin therapy with SUBOXONE, the patient should be in a state of mild-to-
moderate withdrawal in order to minimize risks of precipitated withdrawal.

The healthcare professional:
Assesses the patient s withdrawal symptoms

Administers the rst dose

Once the medication begins to have an effect (within 30 minutes to 1 hour):

Reassesses the patient s symptoms and, if necessary,
Administers a second dose

The patient returns to the physician as scheduled (usually within 24 hours)
for continued evaluation of clinical response.

Please see attached full Product Information.
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How Should | Discuss SUBOXONE With
My Patients? (cont)

Stabilization

The stabilization period provides time to  nd the best individualized dose to:
Keep withdrawal symptoms and cravings under control
Retain patients in treatment

Most patients are stabilized at doses between 16 mg and 24 mg daily®;
however, dosing should be based on a patient s symptoms. As a counselor, you
may be able to assess whether pharmacotherapy is achieving these goals and
recommend adjustments.

Maintenance

The frequency of regular visits to a doctor are individualized, based on a
patient s needs. The duration of SUBOXONE maintenance can range from
weeks to years. SUBOXONE dosage should be reviewed and changed based

on the patient s reports of well-being, psychosocial status, and physical health.
Assessment and evaluation by a counselor is critical to the therapeutic process.

Medical Withdrawal

The decision to taper the dose of SUBOXONE is determined by the therapeutic
team, generally made up of the counselor, doctor, and patient. Realistic goals
for dosage reduction and withdrawal should be established.

Sublingual SUBOXONE is available in 2 dosage strengths:
2 mg buprenorphine with 0.5 mg naloxone

8 mg buprenorphine with 2 mg naloxone

What Is the Important Safety Information for
SUBOXONE Use?

Intravenous use of buprenorphine, usually in combination with
benzodiazepines or other CNS depressants, has been associated with
signi cant respiratory depression and death.

SUBOXONE has potential for abuse and produces dependence of the opioid
type with a milder withdrawal syndrome than full agonists.

Cytolytic hepatitis and hepatitis with jaundice have been observed in the
addicted population receiving buprenorphine.

There are no adequate and well-controlled studies of SUBOXONE (a Category
C medication) in pregnancy.
Due caution should be exercised when driving cars or operating machinery.

The most commonly reported adverse events with SUBOXONE include:
headache (36%, placebo 22%), withdrawal syndrome (25%, placebo 37%),
pain (22%, placebo 19%), nausea (15%, placebo 11%), insomnia (14%,
placebo 16%), and sweating (14%, placebo 10%). See Product Information
for a full list.

The safety and effectiveness of SUBOXONE in patients below the age of 16
have not been established.

Please see attached full Product Information.
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