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Office-Based Treatment of Opiate-Dependent
Patients with Buprenorphine: /t's About Time
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ABSTRACT

Buprenorphine, a partial agonist with numerous unique properties, has been available
in the United States in an injectable form for the past 2 decades. However, with the
exception of physicians at specialized methadone clinics, it had been illegal for anyone
to prescribe opiate replacement therapy for opiate dependence in the US since 1914. In
2000, the amendment to the Controlled Substance Abuse Act ensured that individuals
who take a sanctioned course are now able to prescribe buprenorphine for up to 30
patients at a given time. There are several clinical advantages associated with the
use of buprenorphine. First, overdose is much less likely to occur with buprenorphine
than with other opiates. Second, buprenorphine doses >32 mg are clinically ineffective,
therefore discouraging increased and endlessly escalating use. Third, buprenorphine
blocks the effects of other opiates; those who have a lapse do not experience any opiate
high, therefore relapse with this drug is much less likely. Buprenorphine has unique
pharmacologic properties and unique regulatory features as well. From a regulatory
standpoint, buprenorphine allows the patient to be treated for opiate dependence in an

office setting, thus enabling increased freedom for both patient and physician.

INTRODUCTION

In 2000, with the introduction of the amendment to the Controlled
Substance Act, regulatory bodies of the United States government ushered in a
revolutionary period in the treatment of opiate dependence. For the first time
in >80 years, physicians in the US were able to prescribe opiate replacement
therapy for opiate-dependent patients.'

Needs Assessment: Opiate dependence is increasing
among a wide variety of populations. An oral form of
buprenorphine is newly available. It has a number of unique
pharmacologic advantages over other treatments, as well as
regulatory advantages for physicians. This article offers an
introductory primer to the medication and the best strate-
gies for using it.

Learning Objectives:

o |dentify the regulations involved in obtaining permission
to prescribe buprenorphine and using it clinically.

e Review the pharmacology and clinical use of buprenor-
phine.

® Recognize the role of adjuvant therapies, as well as
additional medications, to be used in conjunction with
buprenorphine.

Target Audience: Primary care physicians and psy-
chiatrists.

Accreditation Statement: Mount Sinai School of Medicine
is accredited by the Accreditation Council for Continuing
Medical Education to provide continuing medical education
for physicians.

Mount Sinai School of Medicine designates this educational
activity for a maximum of 3.0 Category 1 credit(s) toward the
AMA Physician’s Recognition Award. Each physician should
claim only those credits that he/she actually spent in the
educational activity.

It is the policy of Mount Sinai School of Medicine to ensure
objectivity, balance, independence, transparency, and scientif-
ic rigor in all CME-sponsored educational activities. All faculty
participating in the planning or implementation of a sponsored
activity are expected to disclose to the audience any relevant
financial relationships and to assist in resolving any conflict of
interest that may arise from the relationship. Presenters must
also make a meaningful disclosure to the audience of their
discussions of unlabeled or unapproved drugs or devices.

To receive credit for this activity: Read this article and
the two CME-designated accompanying articles, reflect on
the information presented, and then complete the CME quiz
found on page 82. To obtain credits, you should score 70% or
better. Termination date: February 28, 2008. The estimated
time to complete all three articles and the quiz is 3 hours.
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The long and torturous history of opiate misuse, abuse,
and dependence, is beyond the scope of this article.
However, briefly, the federal regulation concerning prescrib-
ing opiates in the US began with the Harrison Act of 1914.
This act was in response to widespread abuse of opiates,
largely by a middle class population. While the Harrison
Act did not actually prohibit physicians from prescribing
opiates for addicted patients within a legitimate medical
context, regulatory agencies ensured that such use was, in
effect, prohibited. Thus, from 1914 until the 1960s, opi-
ate-dependence treatment with substitution was essentially
prohibited in the US.

The need for additional treatment of opiate dependence
was recognized in response to widespread use of opiates by
US soldiers in Vietnam. Given the high prevalence of opi-
ate addiction in war veterans, it was deemed necessary that
methadone be made available as a therapeutic tool. Since
the late 1960s, methadone has been available in the US in
specially regulated clinics with strict rules and controls.?
Many professionals believe that while methadone mainte-
nance is quite effective and certainly indicated for many
patients, the current regulations can act as barriers to treat-
ment for numerous people.® That there are far fewer slots at
methadone treatment clinics than there are opiate-depen-
dent people also creates a barrier to treatment.

Congress enacted an amendment to the Substance Abuse
Act in 2000, calling for the availability of special train-
ing for physicians to prescribe opiates that were Schedule
III or below. Buprenorphine, a partial opiate agonist, was
approved as a Schedule IIT drug and would be available for
treatment in the outpatient setting. Some specific caveats
were put in place from a logistical standpoint. Most nota-
bly, if physicians were to prescribe, maintain, or detoxify
patients on this medication outside of a hospital setting,
they would be required to complete additional training.
This eventually became an 8-hour course developed in a
collaborative manner and offered by a variety of professional
addiction organizations and government agencies.*

Taking the course and completing an exam allows a clini-
cian to obtain a special Drug Enforcement Administration
(DEA) certification administered by the state regulatory
agency. A cap of 30 patients at a time is stipulated for indi-
vidual clinicians in an effort to prevent very large and there-
fore possibly ill-managed treatment practices.’ Recently,
that cap has come under scrutiny and criticism. Several
professionals believe that it is a hindrance, especially in areas
of the country where the availability of physicians certified
to prescribe buprenorphine is limited. Sensibly, the cap for
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group practices has recently been eliminated, but the 30-
person cap remains for individual physicians.

While most physicians who prescribe buprenorphine are
deeply impressed with its clinical efficacy and ease of use,
the medical community at large has been slow to accept
the medication.® This is based on a variety of reasons. First,
there remains a large stigma to opiate dependence in the US,
which is transferred to the professionals who choose to treat
these addicted patients.” Second, the long history of draco-
nian attempts to regulate physicians has created a climate
of fear in the medical community in terms of dealing with
both addicted patients and those venturing into the area of
opiate dependence. Third, the pharmacology of buprenor-
phine, if not unique then at least complicated, makes it
somewhat difficult to understand. This article provides a
basic description, but because the drug is still a complicated
pharmacology, many physicians have been reluctant to treat
patients with it. Fourth, while maintaining a patient on
buprenorphine is usually quite simple, the induction phase,
in which it is necessary for the patient to be in a state of
withdrawal, is sometimes difficult to manage from a logistic
point of view.® Lastly, carly efforts at educating clinicians, in
an effort to prevent misuse, may have had the unintended
consequence of inducing fear into the clinicians, rather than
instilling a sense of the safety of the medication.

PHARMACOLOGY OF BUPRENORPHINE

Buprenorphine is a partial p-receptor agonist. It binds
very tightly to the p-opiate receptor. However, unlike tradi-
tional opiates, buprenorphine occupies approximately 70%
of the receptor. Buprenorphine differs from other opiates
in that it lacks the almost infinite capacity for the develop-
ment of tolerance. It is quite common in practice to come
across patients who started out with one bag of heroin or
a couple of typical opiate tablets, who are now consuming
ten times that amount just to feel normal. This is not the
case with buprenorphine. An average maintenance dose of
buprenorphine is approximately 16 mg. The highest dose
is approximately 32 mg, with some variation. Increasing
doses >32 mg tend to have no increased clinical efficacy, and
increased doses significantly >32 mg can actually induce
autoantagonism. Thus, the clinician does not have to worry
about the patient using increased amounts or infinitely
increased amounts of buprenorphine.

Buprenorphine has a relatively safe profile in terms of
the possibility of overdose.” There is a consensus that most
opiate overdoses are accidental, or quasi-accidental, per-
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haps resulting from carelessness, lack of understanding of
the potency of the opiate being taken, and being unaware
of decreased tolerance. For example, an individual who is
imprisoned and then released may not realize that his or
her tolerance has greatly reduced. Returning to the previous
dosage may result in fatal consequences. The pharmacology
of buprenorphine does not make overdose impossible, but it
does make it much less likely."

Because of the high binding capacity of buprenorphine,
it has the overall effect of acting as an opiate blocker. This
is extremely useful because if a patient on buprenorphine
relapses, there is no experienced high or reinforcement. The
practical effect is that the person who impulsively uses an
opiate while on buprenorphine quickly realizes the futility of
taking the drug and therefore ceases.!” Furthermore, patients
accustomed to buprenorphine may experience this as a sort
of chemical “safety net,” as it reduces anxiety and, indirectly,
cravings and urges.'?

Unlike buprenorphine, full p-agonists can migrate into
the brain slowly or quickly. When they migrate quickly, they
tend to be very reinforcing, and when they migrate slowly,
they might be less reinforcing. Once they occupy the opi-
ate receptors they provide the full panoply of opiate effects,
including decreased pain, euphoria, changes in temperature
sensation, and pinpoint pupils. Higher doses may cause
decreased respiratory rate, and very high doses may cause
respiratory arrest and death.

Buprenorphine, on the other hand, binds tightly, filling the
opiate receptors such that even if another opiate is introduced,
they could not occupy their usual space in the receptor. Hence,
an individual who is treated with buprenorphine and then
attempts to relapse (eg, by taking heroin, a combination of acet-

aminophen and oxycodone, or any other opiate), will fail."?

BUPRENORPHINE PREPARATIONS

In addition to the injectable form, which has been
available in the US for many years under the brand name
Buprenex, the medication is also available in two oral forms.
Each of these forms is available in doses of 8 mg and 2
mg. The brand Subutex contains only buprenorphine. The
brand Suboxone contains buprenorphine and naloxone in a
4:1 ratio. From a practical standpoint, oral naloxone has no
appreciable bioavailability.'* The purpose of its addition was
to make it less likely that an individual would try and pul-
verize the medication and inject it. Injected naloxone does
have bioavailability, and results in immediate withdrawal.
This is therefore a public health measure, in order to prevent
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diversion of the medication. In the experience of the authors
of this article, despite misconceptions about Suboxone,
patients can be reassured that it is the choice favored by
public health authorities, and that it has no physiological
effect unless illicitly ground up and injected.” Anecdotally,
this preparation supposedly has a slightly better taste.

REGULATION

The regulation of buprenorphine is unique for clini-
cians. Upon completing specialized training, which can be
obtained online through various professional organizations
or in courses given throughout the country, the physician
is able to apply for and receive a special DEA registration
number allowing active prescription of buprenorphine in the
office at a 30-patient limit. This allows a patient to receive
care from a clinician of choice and takes away the cumber-
some bureaucracy associated with other clinically adminis-
tered opiate maintenance treatments.'®

OTHER TREATMENTS FOR OPIATE
DEPENDENCE

Some strategies may be employed in an effort to better
engage and retain patients in treatment.’ Patients seeking
treatment for addiction, even when voluntary, often are
experiencing some ambivalence about this decision. It is
important for the provider to distinguish between ambiva-
lence and resistance, and to recognize that ambivalence is
to be expected. Expectations should reflect the recognition
of ambivalence so that patients are not refused treatment
if they are not fully committed and fully engaged in the
process. By practicing adjuvant therapeutic strategies, the
provider may be able to guide the patient toward self-assured
dedication to the process of treatment.’

One such technique is the practice of motivational
enhancement therapy.? Assuming the patient is capable of
change, but unsure of whether he or she wants to do so,
motivational enhancement therapy is employed to resolve
ambivalence and tap into the patient’s inherent motivation
and inner resources so that the patient may initate and
maintain behavioral changes. The provider empathizes with
the patient and assists the patient in recognizing the discrep-
ancy between his or her current lifestyle and how he or she
wants to continue living. This is accomplished without argu-
mentation or aggressive confrontation. Instead, the provider
expects resistance and moves with it rather than against it.

February 2006



Office-Based Treatment of Opiate-Dependent Patients With Buprenorphine

This process aides the provider in fostering and supporting
the patient’s self-efficacy so that the patient learns that he or
she is capable of changing.? Being supportive of the patient’s
decision to try buprenorphine and acknowledging his or her
ambiguity can strengthen and sustain patient commitment.
Because of the many advantages of buprenorphine, the cli-
nician is at a relative advantage in advocating treatment.

As the patient demonstrates positive behavioral changes, it
is important to provide the means to sustain such improve-
ments.” Relapse-prevention therapy has been shown to be
effective in teaching patients how to recognize and main-
tain these positive changes.!” Relapse-prevention therapy
is a cognitive-behavioral intervention designed to educate
the individual about the process of relapse and to develop
strategies that can be used to prevent the return to substance
abuse."” The first step is to explain to the patient that relapse
is a process rather than an event. This process can be initi-
ated when the individual finds himself in a high-risk situ-
ation. Training the patient to identify such situations and
cope with them responsibly will help to prevent relapse. If a
lapse occurs, the provider can assist the patient in addressing
the situation in order to minimize negative consequences by
resuming engagement in treatment.” If the provider is not
able to provide therapy to the patient, a referral network
should be established in order to assist the patient in finding
adjuvant treatment. These adjuvant treatments, as well as
many others, are particularly helpful when used in conjuc-
tion with buprenorphine, which offers an excellent safety
profile as well as pharmacologic “safety nets.”

Maintenance therapy is controversial in some clinical set-
tings with a 12-step orientation. It is likely that such pro-
grams and or meetings will be highly beneficial to patients
seeking treatment. Clinicians and patients may be reminded
that the official policy of 12-step organizations is that medi-
cation issues are, and ought to be, between a patient and
his or her physician. Buprenorphine is an approved medical
treatment and its use is therefore sanctioned.

Psychiatric comorbidity is extremely high in opiate-depen-
dent patients, estimated from 47% to 78%, depending upon
the study. Most experienced clinicians believe that thorough
evaluation of a patient before prescribing buprenorphine is
important, in order to determine that the patient is indeed
opiate dependent and to determine what other forms of
treatment might be beneficial to this individual after initiat-
ing buprenorphine treatment.'® This is both a requirement
of the regulations and is clinically responsible. While some
clinicians will want to have a ready supply of potential
therapies and professionals at hand, it may be as simple as
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knowing the local social services helpline. These additional
treatments might be as varied as family therapy to deal with
the disruption of family harmony; additional pharmacologic
therapy for other psychiatric disorders; the evaluation of a
medical problems associated with opiate dependence, espe-
cially hepatitis B and C which has a very high prevalence in
this population®; or any number of other treatments.

DETOXIFICATION VERSUS MAINTENANCE

Unlike other opiate treatments, buprenorphine may be uti-
lized for maintenance or detoxification.'”” The clinician has,
in collaboration with his patient, the option of deciding how
long the patient wishes to be on the medication: 2 weeks, 1
month, 6 months, or perhaps indefinitely. This will be sub-
ject to revision and evaluation by government regulations in
the coming years. The outlook is promising for long-term
buprenorphine treatment in individuals who require it.

An inverse relation exists between the duration of opiate use
and dosage, and the likelihood of a successful detoxification
versus the need for maintenance. There are no hard and fast
rules about this, but there is a correlation. An individual who
has been on a high dose of opiates for many years will likely do
better with maintenance, whereas an individual who has a rela-
tively short course with a low dose of either illicit or non-illicit
opiates is much more likely to be successfully detoxified.

If detoxification is chosen, it can be spread out over
time, thus eliminating many of the symptoms associated
with a protracted withdrawal syndrome. Adjuvant medi-
cations may be used, such as anxiolytics or somnolents.
Other medications, such as clonidine or lofexidine (which
lessen withdrawal), as well as other non-opiate analge-
sics, may be employed.?” The physician has the option
to determine the duration of treatment with the patient.
Regarding detoxification, it is a principal in pharmacol-
ogy that the brain experiences the effects of many mood-
altering medications in terms of a percentage of receptor
occupancy, and not in terms of dosage. In determining
the treatment regimen, this means the dose depends upon
the percentage of reduction, not the absolute dosage.
Therefore, the reduction of buprenorphine from 32 mg to
16 mg is experienced by the patient in a manner similar
to 16 mg to 8 mg. Once the individual receives 8 mg and
decides to go below the pharmacokinetics, the situation
becomes somewhat different. Above 8 mg, both the half-
life and the steady state are extremely long compared to
other opiates, and in higher doses buprenorphine may be
administered as infrequently as every 3 days.
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Below 8 mg, the pharmacokinetics become shorter acting.
Prolonged use of buprenorphine at doses below 8 mg may
be problematic from a clinical standpoint, and the patient
may experience some mild symptoms of withdrawal, par-
ticularly anxiety. For this reason, the authors of this article
advocate allowing the patient who wishes to withdraw to
“drift down” from doses higher than 8 mg/day at a very slow
pace (weeks or months). Once at 8 mg, a definitive plan and
timetable should be established. It is particularly helpful
to pick a time for this last phase, when the patient’s life is
relatively free from stress, when access to opiates is mini-
mal, and when the patient is sufficiently prepared to avoid
hazardous situations. Other nonpharmacologic treatments
may be employed as well. These may include relaxation
techniques, warm baths, or anything else that makes the
patient feel physically better. Additionally, supportive psy-
chotherapy, 12-step meeting attendance, or other adjuvant
treatments may be highly beneficial.

The authors of this article strongly advocate that individuals
have a supply of low-dose buprenorphine available so that if they
do relapse, they can choose to relapse on buprenorphine.'”

INDUCTION OF BUPRENORPHINE

Buprenorphine is an easy medication for clinicians to
maintain. It is somewhat more difficult for the individual
undergoing induction.”’ With the exception of methadone,
(which needs to be in doses <40 mg, and is preferred at <20
mg), most of the short-acting opiates may be approached
similarly. Interestingly, in clinical experience of the authors
of this article, the dosage that an individual is on has little
to do with the success of the induction.?” The only variable
is the amount of buprenorphine needed on the first day of
induction, and the subsequent stabilized amount. A rough
guide to the doses needed is available elsewhere.?

In order to be started on buprenorphine, the patient must
be in partial withdrawal. A documented clinical opiate with-
drawal scale score of 28 is recommended before starting,
unless there are other factors involved wherein a lower dose
might be acceptable.? An example is an individual who has
taken substantial doses of anti-withdrawal medications. In
general, while small doses of these may be helpful, they may
also cloud the clinical picture and make recognition of a
precipitated withdrawal more difficult. For this reason, and
because the withdrawal phase before induction is relatively
short, the use of only small amounts of these medications
during the induction phase is advocated. A clinician can
explain to the patient that because buprenorphine is a par-
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tial agonist and binds more tightly than other opiates, it can
displace the agonists inhabiting a receptor and cause that
particular receptor to go from 100% occupancy to approxi-
mately 70% occupancy almost instantaneously. This would
precipitate an unpleasant, severe, and difficult withdrawal.
Precipitated withdrawal is usually not a medical emergency,
nor is it particularly dangerous in an individual who is not
otherwise medically compromised. However, it is highly
unpleasant.” Therefore, there is a need for individuals who
wish to undergo induction to present to the clinician with
mild to moderate withdrawal. The authors of this article
advocate using objective scales. Unless there are other fac-
tors involved, the individual should have a score of 210.%
Precipitated withdrawal in general is dramatic and is
usually not subtle. It includes severe withdrawal symp-
toms, including increased heart rate and blood pressure. In
general, the patient is given adequate education, adequate
preparation, and perhaps small doses of medications to deal
with anxiety and/or withdrawal symptoms.” Precipitated
withdrawal is and ought to be rare. While induction may
be done at home or in a doctor’s office, it is the feeling of
the authors of this article that specialized clinics or special-
ized induction centers are highly useful. These specialized
settings can educate the patient in an authoritative manner,
as well as relieve the anxiety of clinicians who may not be as
familiar with buprenorphine as some of their colleagues.?®

CLINICAL EXPERIENCE

The Columbia University buprenorphine program
opened in October 2003. Since that time, the program has
evaluated approximately 500 patients and induced approxi-
mately 340 of them. A typical procedure includes an evalu-
ation of a patient prior to induction. At that time, a history
is obtained and a physical evaluation is performed. If the
patient does not have a private physician, the entire proce-
dure and medication are explained. This way the clinicians
get to know their patients and the patients are relieved of
some of their anxiety associated with the new medication.
Typically, patients are seen the next day or, depending on
the patient’s schedule, in the following days or weeks. In the
morning or afternoon they arrive for the induction, in mild
to moderate withdrawal and some discomfort. It is usually
requested that they bring a chaperone or at least arrange for
transportation in advance.

The patient is evaluated to make sure that he or she is
indeed showing signs of objective withdrawal, depending
upon the dose of the opiates the patient is on. The patient
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is then given either 2 mg or 4 mg of buprenorphine, sub-
lingually. Based on the degree of dependency reported, the
clinicians usually have a good idea what dosages are needed,
and each hour or so the patients are given an additional 2—4
mg until they feel comfortable. For example, a patient who
uses six bags of heroin a day will most likely need 12 mg of
buprenorphine. The patient is then sent home with a chap-
erone, and usually a future appointment is made within the
same week. A few sessions of relapse prevention therapy is
routinely offered as well.

CONCLUSION

Buprenorphine is a unique compound with a number of
pharmacologic advantages. These include, but are not limited to,
difficulty (but not impossibility) in overdosing; a ceiling effect,
which prevents the need for patients to take steadily increasing
amounts; and antagonism of the effects of other opiates, so clini-
cally a lapse is much less likely to result in a relapse. In terms of
regulations, it is now permissible to be prescribed buprenorphine
by a physician for the purpose of relieving opiate dependence
and/or withdrawal. Furthermore, the patient has the freedom of
selecting a clinician that he or she prefers. PP
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