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Articles are selected for CME credit desi gnation on the basis of our assessment of
the needs of readers of The Primary Care Companion, with the purpose of providing
readers with a curriculum of CME articles on avariety of topics throughout each
volume. There are no prerequisites for participation in this CME activity.

To obtain credit, please study the designated article and complete the Posttest.

Accreditation Statement

The CME Institute of Physicians Postgraduate Press, Inc. is accredited by the
Accreditation Council for Continuing Medical Education to provide continuing
medical education for physicians.

Credit Designation

The CME Institute of Physicians Postgraduate Press, Inc. designates this educational
activity for up to 1 Category 1 credit toward the American Medical Association
Physician’s Recognition Award. Each participant should claim only those credits
that he/she actually spent in the educational activity.

Date of Original Release/Review
This educational activity is eligible for CME credit through February 28, 2007.
The latest review of this material was January 2005.

Educational Objective
After studying the ACADEMIC HIGHLIGHTS, you will be able to:

» Describe issues related to long-term benzodiazepine treatment
such as cognitive effects, tolerance, and physical dependence

This pretest is designed to facilitate your study of the material.

1. Abuse of benzodiazepines commonly occursin patients with
anxiety disorders.
a True
b. False

Pretest answer and Posttest on page 31.

Disclosure of Off-Label Usage

The chair has determined that, to the best of his knowledge, tiagabine and pregabalin
are not approved by the U.S. Food and Drug Administration for the treatment of
anxiety. If you have questions, contact the medical affairs department of the
manufacturer for the most recent prescribing information.
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i ACADEMIC HIGHLIGHTS

Benzodiazepines: Revisiting Clinical Issues
in Treating Anxiety Disorders

his Acabemic HigHLIGHTs section of

The Primary Care Companion to

The Journal of Clinica Psychiatry
presents the highlights of the meeting “ Utilizing
Benzodiazepinesin Clinical Practice: An Evidence-
Based Discussion” held August 16, 2004, in Boston,
Mass., and supported by an unrestricted educational
grant from Pfizer Inc. Thisreport was prepared
by the CME Institute of Physicians Postgraduate
Press, Inc.

The meeting was chaired by Jerrold F.
Rosenbaum, M.D., Department of Psychiatry,
Massachusetts General Hospital, Boston. The faculty
were Charles P. O'Brien, M.D., Ph.D., Department
of Psychiatry, University of Pennsylvania School of
Medicine, Philadelphia Department of Veterans
Affairs Medical Center, Pa.; Michael W. Otto,
Ph.D., Department of Psychiatry, Massachusetts
General Hospital, Harvard Medical School, Boston;
Mark H. Pollack, M.D., Center for Anxiety and
Traumatic Stress Disorders, Massachusetts General
Hospital, Harvard Medical School, Boston; Peter P.
Roy-Byrne, M.D., Department of Psychiatry and
Behavioral Sciences, University of Washington
School of Medicine, Seattle; and Samantha A.
Stewart, M.D., Massachusetts General Hospital,
Boston.
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Chair Jerrold F. Rosenbaum, M.D.,

began the meeting by explaining that

he had been asked to be a discussant at a case conference at Massachusetts
General Hospital where Samantha A. Stewart, M.D., presented the case of a
woman (described herein by Dr. Stewart) who was admitted with cognitive
deficits potentially caused by benzodiazepine abuse and dependence—issues
that were heavily debated during the 1980s. Dr. Rosenbaum stated that the
purpose of the meeting wasto address concernsrelated to benzodiazepine usein

clinical practice today.

Decades of Benzodiazepine Use

Historical Perspective

Dr. Rosenbaum remarked that
benzodiazepines have been a source
of controversy in the psychiatric com-
munity for years. They became widely
available in the 1960s and have been
prescribed to hundreds of millions of
people over the past 4 decades. In the
1980s, high-potency benzodiazepines
were found to be more effective treat-
ments for panic and anxiety than their
predecessors, i.e., tricyclic antidepres-
sants, monoamine oxidase inhibitors,
[B-blockers, azapirones, and sedatives.
The key advantages of benzodiaze-
pines over prior agents include either
rapid onset of action or less risk of
dependence. The rapid onset with low
toxicity and desirable therapeutic
actions of benzodiazepines as anxio-
lytics, sedatives, anticonvulsants, and
muscle relaxants have contributed to
their continued use in treating anxiety
disorders today.

Dr. Rosenbaum blamed unfavor-
able attitudes toward benzodiazepines
in the late 1970s and 1980s on both a
trivialization of anxiety as a treatable
disorder and the negative perception
that benzodiazepine treatment leads to
abuse or physical dependence. These
perceptions led to undertreatment of
anxiety disorders. A review" of data
from a 1979 survey of patients meet-
ing DSM-III criteria for generalized

anxiety disorder (GAD) revedled that
only 27% had received treatment in
the prior year; 73% went without medi-
cation. Dr. Rosenbaum underscored the
importance of treating anxiety by stat-
ing that severe anxiety has been asso-
ciated with a high risk of suicide?® In
the 1990s, selective serotonin reuptake
inhibitors (SSRIs) became the primary
treatments for anxiety disorders and of-
ten replaced or were used adjunctively
with benzodiazepines.

Abuse Liability and
Physical Dependence

Dr. Rosenbaum stated that, except in
patients with preexisting chemical de-
pendency, abuse of benzodiazepines is
rare. Although experts® acknowledged
that benzodiazepines pose a higher risk
of dependence and abuse than most
potential substitutes, they also asserted
that they pose a lower risk than older
sedatives and recognized drugs of
abuse. Dr. Rosenbaum reported that
abuse liability, particularly with long-
term use, continues to be a major issue
surrounding benzodiazepine use.

Dr. Rosenbaum emphasized that
physical dependence does not imply
abuse or loss of benefit, but rather a
need for the tapering of treatment
at discontinuation. This clinical neces-
sity is not unique to benzodiazepines
and should be considered for all treat-
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Table 1. Clinical Principles for
Treating Anxiety Disorders With
Benzodiazepines

1. Distinguish acute symptomatic distress
owing to recent stressors from anxiety
disorders

2. Discuss the goals and limitations
of benzodiazepine therapy with the
patient, including the meaning of
physical dependence and its
implication

3. Adopt a dynamic stance to treatment
designed to determine the lowest
effective dose and a plan for
discontinuation

4. Reevaluate the need for treatment in
the short term and over the long term
with intermittent structured attempts
to taper the drug

ments that effect receptor adaptation
and symptom suppression.

According to Dr. Rosenbaum, anxi-
ety disorders are usually not cured but
rather controlled. He provided general
clinical principles to help minimize
the necessity for chronic treatment for
anxiety disorders (Table 1).

Conclusion

Dr. Rosenbaum said that 20 years
ago he predicted that benzodiazepines
would remain a pharmacologic main-
stay of clinical anxiety management,

which has proven true, and that new
developments in the pharmacologic
maodification of they-aminobutyric acid
(GABA)-benzodiazepine receptor may
one day yield therapeutic strategies to
diminish the physical dependence as-
sociated with benzodiazepines. He ex-
plained that, from apharmacol ogic per-
spective,* benzodiazepines remain the
most effective acute antianxiety medi-
cations available, despite the perceived
risk of abuse or dependence.
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Benzodiazepines:
Effect on Cognition

Dr. Stewart presented a case report*
of apatient who had overdosed on ben-
zodiazepines and whom she treated on
a medical psychiatric inpatient unit
(Table 2). Dr. Stewart’ s concern about
the cognitivedeficitin aformerly high-
functioning individual, and whether it
was caused by alcohol or benzodiaze-
pines, triggered this expert discussion.
Benzodiazepine use has been associ-
ated with short-term cognitive effects
such as sedation, psychomotor slow-
ing, anterograde amnesia, and difficul-
ties learning new material.? Sedation
and amnesia are mediated by the same
GABA-benzodiazepine receptor sub-
unit, but different rates of sedation
and amnesia suggest that amnesia is
a distinct phenomenon in individual
patients.

Long-Term Benzodiazepine Use

Dr. Stewart cited a meta-analysis’
that investigated the presence of cog-
nitive decline with long-term benzo-
diazepine use. Results from the 13
studies included in the meta-analysis

Table 2. Case Report of Patient With Cognitive Deficits Attributed to Benzodiazepines®

several lorazepam tablets before flying.

by an anxiety disorders clinic.

which endocrinologists began to treat.

Ms. A was admitted to the Massachusetts General Hospital psychiatric unit after her family found her heavily sedated from having taken
18 mg of lorazepam. She was a white, middle-aged, divorced mother and lawyer who had been profoundly depressed since the loss of
her job 2 months earlier. Her family and her new psychiatrist were afraid that this was a suicide attempt, but Ms. A insisted she was
just trying to sleep, so every time she roused she took more |lorazepam.

A history revealed near lifelong symptoms of anxiety, characterized primarily by an overarching feeling of doom and certainty that the
worst was about to happen. As a child, she had loved flying, but after losing her mother in a plane accident and experiencing a later
rough flight of her own, she developed a profound phobia of flying. At the same time, her career required that she make frequent short
flights, often leaving and returning the same day. It was during this period that she developed the strategy of having 2 drinks and taking

The benzodiazepine was prescribed by her primary care physician; however, she had begun seeing a psychiatrist 5 years prior during
her marital trouble and had had brief trials of both antidepressants and mood stabilizers. At the time of admission, she was taking
lorazepam, typically 5 mg, for sleep and flying. She denied increasing the dosage or using the lorazepam other than as prescribed until
the presenting events. She had, in fact, recently switched psychiatrists and was attempting to taper her lorazepam use. She currently
had prescriptions for 10 mg of zolpidem h.s. and 4 mg of lorazepam h.s.

Her speech was slightly slurred on admission. She was irritable but cooperative. Within 1 day of hospitalization, she was more
organized and euthymic, showing no symptoms or signs of withdrawal while taking 3.5 mg of lorazepam and 10 mg of zolpidem.

She began taking a selective serotonin reuptake inhibitor, and her dose of lorazepam was tapered to 3 mg with a plan to continue a slow
taper to discontinuation. She was educated about cognitive-behavioral therapy (CBT), which she said had previously been recommended

Basic neuropsychiatric testing showed a surprisingly low |Q score that did not correlate with that of a lawyer. The testing psychologist
suggested that Ms. A’s alcohol and benzodiazepine use had likely contributed to this cognitive inefficiency, which may interfere with
future treatment with CBT. Ms. A and her family adamantly denied alcohol abuse, saying that except for flights, she drank only socially
and then rarely more than 2 drinks. Magnetic resonance imaging showed no brain atrophy but did reveal a pituitary microadenoma,

Reprinted with permission from Stewart.
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indicated that many people use benzo-
diazepines for substantial lengths of
time at substantial doses; the duration
of benzodiazepine use was between 1
and 34 years (mean 9.9 years), and the
average dose equivalent was 17.2
mg/day of diazepam. Results suggested
decline in all the cognitive domains
measured: visuospatial, attention/con-
centration, problem solving, genera
intelligence, psychomotor speed, sen-
sory processing, verbal memory, non-
verbal memory, speed of processing,
motor control/performance, working
memory, and verbal reasoning.

A second meta-analysisby the same
group® indicated improved cognitive
function at follow-up after benzodiaze-
pine discontinuation, but function
never roseto thelevel of cognitive per-
formance of controls who did not take
benzodiazepines. Of note, younger
patients recovered more than older
patients. Dr. Stewart offered that
although benzodiazepine-induced cog-
nitive deficits may theoretically cause
anatomic or physiologic changes, evi-
dence does not support this theory.®

Conclusion

Dr. Stewart concluded by stating
that since many patients with anxiety
disorders arefirst seen by primary care
physicians,® clinicians who prescribe
benzodiazepines must maintain a
heightened awareness of cognitive
changesin their patients.
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The GABA-Benzodiazepine
Receptor Complex in Anxiety

Molecular Nature

Peter P. Roy-Byrne, M.D., began
by stating that the pathophysiology of
anxiety is currently poorly understood
but involves a cascade of neurotrans-
mitters, neuropeptides, receptors, sec-
ond messengers, and other intracel lular
signaling mechanisms, as well as
changes in gene expression.” Dr. Roy-
Byrne explained that GABA is one of
the most ubiquitous neurotransmitters
in the central nervous system (CNS)
and operates in over one third of CNS
synapses. As the major inhibitory neu-
rotransmitter, GABA stands in dy-
namic balance with the excitatory neu-
rotransmitter glutamate, and together
these systems modulate neuronal ex-
citability. He further explained that the
GABA-benzodiazepine receptor com-
plex is a pentameric structure with 5
glycoprotein subunits that span a lipid
bilayer and form acylindrical structure
with an ion channel in the center (Fig-
ure 1).2 The receptor complex has 2 o
subunits aternating with 2  subunits
and 1 y subunit. Two GABA binding
sites are located at the intersection
of the aternating a and 3 subunits.
The single benzodiazepine binding site
is located at the o and vy intersection,
which is consistent with evidence that
ay subunit isnecessary for benzodiaze-
pine, but not GABA, action.

Several molecular families of sub-
units have been identified in the recep-
tor complex, but most receptor com-
plexes are composed of 2 a,, 2 8, and
1 vy, subunits, al of which are coded
on chromosome 5. Thus, the molecular
nature of this receptor complex may
relate to disparate sedative, anxiolytic,

ACADEMIC HIGHLIGHTS

Figure 1. GABA-Benzodiazepine (BZ)
Receptor Complex®

Reprinted with permission from Roy-Byrne.?

and amnestic effects of the benzodi-
azepines.

Pronenessto anxiety may berelated
to differential subunit expression and
may ater GABA-benzodiazepine re-
ceptor function. Altered functioning
could occur both naturally and in re-
sponse to environmental change and
administration of benzodiazepine
medication.

Reduced Sensitivity
in Anxiety Patients

Dr. Roy-Byrne reviewed research
that assessed the functional differences
in the GABA-benzodiazepine receptor
complex of people with anxiety dis-
orders versus those without. In one
study,® the benzodiazepine agonist
diazepam was administered to panic
patients and controls. A comparison of
saccadic eye movement vel ocity (SEV)
in both cohorts showed that controls
had more change in SEV than panic
patients. (SEV is a pharmacodynamic
measurement that is supposed to be
unaffected by anxiety.) At the highest
dose of diazepam, 200 mg/kg, controls
also showed more cognitive impair-
ment than panic patients.

Citing a similar study that assessed
changes in controls and panic patients
who received the benzodiazepine an-
tagonist flumazenil,* Dr. Roy-Byrne
shared that flumazenil had no effect
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in controls but induced panic attacks
in panic patents. Although subsequent
studies®® in panic patients have had
mixed results, in theory it appears that
the GABA-benzodiazepine receptor
ligand may be altered in anxiety dis-
orders.* Dr. Roy-Byrne explained that
the receptor set point of ligands for the
GABA-benzodiazepine receptor in pa-
tients with anxiety disorders may be
shifted so that, for example, full ago-
nists act like partial agonists and neu-
tral antagonists act like partial inverse
agonists.

Patients with anxiety disorders
may have either fewer GABA-benzo-
diazepine receptors or reduced levels
of neurotransmitter GABA. These mo-
lecular aterations appear to be asso-
ciated with increased anxiety and re-
duced sensitivity to benzodiazepines.

Tolerance

Chronic treatment with benzodiaze-
pines may lead to the development of
tolerance, which may be associated
with the reduced GABA-benzodiaze-
pine sensitivity seen in patients with
anxiety. Using the case presented by
Dr. Stewart as an example, Dr. Roy-
Byrne explained that an individual may
develop escalating tolerance to the
effects of benzodiazepines, requiring
higher and/or more frequent doses. The
pattern followed by Ms. A resulted
in worsening rather than improvement
of symptoms and may have been
caused by alterationsin the function or
structure of the GABA-benzodiazepine
receptor.

Conclusion

Dr. Roy-Byrne concluded by stat-
ing that an emerging body of evidence
suggests that the GABA-benzodiaze-
pine receptor system plays an impor-
tant role in the modulation and medi-
ation of anxiety disorders. It is still
unknown, however, if tolerance and
dependence relate to underlying ater-
ations in the receptor complex that
either existed prior to chronic benzo-
diazepine treatment or developed as a
consequence of it.
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Benzodiazepines and Alternatives for Anxiety Disorders

Widespread Benzodiazepine Use

Mark H. Pollack, M.D., began by
pointing out that despite current treat-
ment guidelines for most anxiety dis-
orders, benzodiazepines continue to be
widely used for anxiety disorders. For
example, American Psychiatric Asso-
ciation® guidelines recommend antide-
pressants, particularly SSRIs, as first-
line treatment for managing panic
disorder, whereas benzodiazepines are
recommended as augmenting agents or
for more acute use. However, benzo-
diazepines were prescribed more often
than any other type of medication, in-
cluding SSRIs, for panic disorder
in the 1990s.? Dr. Pollack stated that
clinicians continue to prescribe benzo-
diazepinesto their anxious patients be-
cause they are effective, they have a
more rapid onset of action than other
anxiolytics, they arewell tolerated, and
they can be used on a p.r.n. basis for
situational anxiety. In addition, benzo-
diazepines are effective in reducing
acute anxiety symptoms associated
with panic® and GAD.*

Dr. Pollack added that not all ben-
zodiazepines have the same effect. Al-
though high-potency and low-potency
benzodiazepines appear to have
equivalent efficacy,*>® longer-acting
agents, such as clonazepam and a pra-
zolam extended release, require de-
creased dosing frequency and are asso-
ciated with less interdose rebound
anxiety, peak effects (e.g., sedation,
euphoria), abuse potential, and discon-
tinuation-related difficultieswith rapid

taper (depending on excretion half-life)
compared with short-acting agents.”
However, longer-acting agents may
have less rapid onset of action and
increased accumulation (depending on
excretion half-life), which may in-
crease side effect burden, particularly
in elderly patients.

Concerns About Benzodiazepine Use

Despite the benefits of benzodiaze-
pines, Dr. Pollack stated that both cli-
nicians and patients are concerned
about the potential development of
therapeutic tolerance (aloss of efficacy
or aneed to escalate the dose to main-
tain benefit) and discontinuation syn-
dromes associated with benzodiaze-
pines. Among potential side effects,
Dr. Pollack listed sedation, amnestic
effects, psychomotor impairment, and
disinhibition, particularly in the young
and those with organic brain syn-
dromes or substance abuse histories.
Definitive studies are lacking, but
some data™*? suggest that chronic ben-
zodiazepine use may be associated
with cognitive effects, though of un-
certain clinical relevance, that cannot
be explained by the presence of the
anxiety disorder alone.

Most of the available data do not
provide evidence for the development
of therapeutic tolerance.”® However,
Dr. Pollack cautioned that benzo-
diazepines should not be discontinued
suddenly because abrupt discon-
tinuation may trigger the emergence
of withdrawal symptomatology or
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Table 3. Alternatives to
Benzodiazepines for Anxiety
Antidepressants

Buspirone

Psychosocial therapies
Atypical antipsychotics

rebound—a return of the original
symptoms (e.g., anxiety or insomnia),
but worse than before treatment.*>14

Alternatives to Benzodiazepines

Dr. Pollack discussed psychotropic
and psychosocia aternatives to ben-
zodiazepines (Table 3). Prescribing
antipsychotics for anxiolytic useis not
anew concept, but the more favorable
side effect profile of the atypical anti-
psychotics compared with the older
typical agents has rekindled interest in
using these agents in anxiety.

Dr. Pollack also discussed several
agents under investigation in the treat-
ment of anxiety disorders. He stated
that pregabalin, a potent ligand for the
a,0 subunit of voltage-gated calcium
channels, may emerge as a credible
alternative to benzodiazepines for
some patients because of a relatively
rapid onset of therapeutic effect.”® Re-
ferring to Dr. Roy-Byrne's explana-
tion of the important role the GABA-
benzodiazepine receptor system plays
inanxiety, Dr. Pollack said that GABA
o, subunit-specific agents and selec-
tive GABA reuptake inhibitors (e.g.,
tiagabine) have emerged as intriguing
areas of investigation. In addition,
the anticonvulsant levetiracetam, se-
lective serotonin agonists, cortico-
trophin-releasing factor antagonists,
substance P (NK1) receptor antago-
nists, glutaminergic antagonists, and
neurotrophic factors are also under
study.

Conclusion

Dr. Pollack concluded by stating
that benzodiazepines continue to be
prescribed because of their robust ef-
ficacy for many patients. Clinicians,
then, must be cognizant of potential
side effects associated with this class.
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Attempts to find alternatives to cur-
rently available agents are fueled by
an attempt to improve outcome for
patients who are partially better or un-
responsive to current therapies.
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Benzodiazepines
and Substance Abuse

Charles P. O'Brien, M.D., Ph.D.,
stated that benzodiazepines are ef-
fective anxiolytics, but they carry the
risk of abuse. He explained that delib-
erate abuse occurs when benzodiaze-
pines are used to get high or enhance
the effects of other drugs through self-
medication. Unintentional abuse oc-
curs when prescribed benzodiazepines
are used inappropriately or use is
continued after remission of anxiety
symptoms.

Deliberate Benzodiazepine Abuse

Dr. O'Brien reported that in the
1970s, some people took benzodiaze-
pines either aone or in combination
with other substances, such as alcohol,
cocaine, or heroin, for the purpose
of getting high.! People addicted to
heroin and taking methadone, for ex-
ample, reported that diazepam aug-
mented the effects of methadone. A
study? that surveyed benzodiazepine
use among people taking methadone
found that diazepam was the most fre-
quently used, followed by lorazepam
and alprazolam, whereas the use of
oxazepam or chlordiazepoxide with
methadone was relatively low.

Dr. O'Brien said that variables that
may lead to abuse include elimination
half-life of the agent, the age of the
patient, the speed of onset or offset,
and the development of tolerance. He
added that agents with a rapid onset
appear to be more desirable than agents
with agradual onset and long half-life.
Dr. O'Brien suggested that the rapid
onset of action of diazepam makes it
both popular and potentially a greater
risk for abuse.
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Unintentional Benzodiazepine Abuse

Dr. O'Brien defined prescription
misuse as self-medicating by increas-
ing the dose to maintain a drug’s ef-
fectiveness and/or continuing the drug
to avoid withdrawal symptoms. Abuse
develops when benzodiazepine use
begins during a period of stress and
continues despite the absence of the
stressor. Some patients who try to stop
taking benzodiazepinesfrequently have
trouble sleeping (hypnotic-induced in-
somnia). Eventually, these patients
may have to go through detoxification
even though they may have only been
taking the medication once a day and
not to get high.

Dr. O’'Brien emphasized that physi-
ologic dependence is different from
tolerance. Pharmacologic dependence
is a normal biological response to re-
peated drug use. However, it is com-
mon for tolerance to develop, meaning
dose escalation is needed. Rebound or
withdrawal symptoms may occur if the
medication is abruptly discontinued,
but a withdrawal reaction due to de-
pendence does not necessarily mean
addiction.

Long-Term Use

Dr. O'Brien reported that, based
onhisclinical experience, patientscon-
tinue to benefit from the antianxiety
effects of benzodiazepines even after
many years of use. He cited a clinica
trial® that compared memory function
before and after administering diaze-
pam (5 mg) or the nonbenzodiazepine
anxiolytic buspirone (5 or 10 mg) to
chronic benzodiazepine users. The pa-
tients were tested before and after a
year of treatment, and no tolerance to
the memory-impairing effects was
noted. Dr. O’ Brien cautioned, however,
that there is a difference of opinion
about tolerance, particularly among
British psychiatrists, who indicate that
benzodiazepines should not be given
over along period of time.

Dr. O’'Brien explained that dose
and duration of treatment influence
the risk of physical dependence. The
longer the time and the higher the dose,
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Table 4. Symptoms of Benzodiazepine
Withdrawal That Differentiate It From
Return of Anxiety®

Agitation

Increased sensitivity to lights and sound
Paresthesias and strange sensations
Muscle cramps

Myoclonic jerks

Insomnia

Dizziness

Seizures’

Reprinted with permission from O’ Brien.®
"More common with benzodiazepines with short
half-lives than those with long half-lives.

the greater the risk. Rickels et al.*
found that withdrawal severity was de-
termined by treatment duration. With-
drawal symptomsoccurred in only 5%
of patients who had taken diazepam,
15to0 40 mg/day, for lessthan 8 months
but occurred in 43% of patients who
had taken diazepam for more than 8
months. In another study,® distinct
mild-to-moderate withdrawal symp-
toms occurred in 35% of patients who
had taken alprazolam, 2 to 10 mg/day,
when treatment was di scontinued after
8 weeks. The authors recommended
that treatment duration be a minimum
of 6 months, but that medication be
tapered over a prolonged period, at
least 8 weeks when high doses are
employed. Dr. O’ Brien stated that du-
ration of benzodiazepine treatment is
perhaps a matter of clinical judgment;
however, in his own practice, he has
treated patients with benzodiazepines
on an intermittent basis with good re-
sults and a low buildup of tolerance.

Withdrawal

Dr. O'Brien listed symptoms com-
mon in benzodiazepine withdrawal
that help to discern it from the return
of the original anxiety disorder (Table
4). He aso shared a case report of a
woman who had a seizure upon abrupt
discontinuation of a relatively high
dose of a potent medication with rapid
elimination. She had been given alpra-
zolam for a gastrointestinal problem
and peptic ulcer-type disorder, and
when she waswithout medication over
a weekend, she had a seizure. Thus,
withdrawal symptoms can appear

fairly rapidly depending on the half-
life of the drug but sometimes may
appear after a couple of weeks.

Dr. O'Brien stated that the number
of people who seek treatment for anxi-
ety and later develop a true abuse or
addiction syndrome is, in his experi-
ence, small. He also said, however, that
the number of people who require de-
toxification after long-term benzo-
diazepine use can be surprisingly large.

Conclusion

In considering the case reported
by Dr. Stewart, Dr. O'Brien stated
that the patient was self-medicating
with intermittent doses of benzodiaze-
pines combined with alcohol, probably
did not meet criteria for alcoholism,
and most likely would benefit from
long-term treatment with abenzodiaze-
pine combined with CBT to help man-
age her various anxiety disorders. He
stressed the importance of warning
patients about the dangers of mixing
alcohol and benzodiazepines and the
benefits of involving family members
in the treatment plan for the patient. In
addition, if a patient presents with both
acohol abuse and anxiety disorders, it
isimportant to treat the alcoholism first
and then the anxiety.
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Nonpharmacologic Alternative to Benzodiazepines: CBT

Michael W. Otto, Ph.D., began
by stating that cognitive-behavioral
therapy (CBT) isan effective first-line
strategy for treating anxiety disorders.
CBT focuses on helping patients treat
their fears by actively relearning a
sense of safety in relation to fear cues.
Dr. Otto explained that CBT methods
vary but typically are comprised of ex-
pert information, cognitive restructur-
ing, and exposure therapy. Exposure
therapy (using step-by-step, pro-
grammed contact with feared situa-
tions, events, or sensations) helps pa-
tients systematically reacquire a sense
of safety based on their own prospec-
tive experiences with their fear cues,
while cognitive restructuring helps pa-
tients eliminate catastrophic thoughts
that intensify their anxiety. This oc-
curs in the context of a collaborative
focus on hel ping the patient understand
the common patterns that maintain
anxiety disorders and applying ater-
native strategies. Instructing patients
to direct their attention to what is ob-
jectively occurring during exposure to
phobic situations, while at the same
time inhibiting subtle avoidance be-
haviors, appears to enhance exposure
outcome.®

These interventions have been in-
formed by advances in understanding
of the etiologic and maintaining fac-
tors linked with each anxiety disorder.
For example, for panic disorder, re-
search has supported the crucia role of
fears of anxiety sensations in cuing
panic attacks and motivating avoid-
ance. Accordingly, these fears have
been targeted in prevention efforts. For
example, in 1 study, individuals at risk
for onset of panic disorder were se-
lected and randomly assigned to either
a 5-hour workshop or a control condi-
tion.* Risk for panic onset was defined
as having occasional panic attacks as
well as elevated fears of anxiety sensa-
tions as assessed by the Anxiety Sensi-
tivity Index. Elements of the workshop
treatment included education about the
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nature and etiology of panic and agora-
phobia, cognitive restructuring, expo-
sure to feared somatic sensations (in-
teroceptive exposure), and instruction
for in vivo exposure to avoided situa-
tions. Six-month follow-up data were
available for 121 patients who were
randomly assigned to this preventive
workshop or to await list. Results pro-
vided clear support for the preventive
model: 13.6% of the wait-list group
developed panic disorder compared
with only 1.8% of those who attended
the prevention workshop. Theseresults
underscore the type of gains that can
be achieved when treatment inter-
ventions are closely linked to a well-
supported model of the disorder.

Treatment OQutcome

Dr. Otto pointed out that, as evalu-
ated across the anxiety disorders, CBT
is both effective and well tolerated
by patients.® He also summarized a
series of meta-analytic reviews of the
controlled-trial literature for treatment
of anxiety disorders. CBT offered
equivalent efficacy to medications
in treating panic disorder,®” social pho-
bia,® OCD,? GAD,™ and posttraumatic
stress disorder (PTSD)™ (where CBT
showed the greatest superiority over
medications in PTSD). Dr. Otto cau-
tioned that conclusions brought by
meta-analytic reviews are broad and
raise questions about the equivalence
of patients seen across studies; how-
ever, results of meta-analytic studies
have been supported by the few large,
multicenter studies that have directly
compared CBT and pharmacotherapy.
In short, CBT offers acute outcome
that rivals or exceeds pharmacotherapy
and also offers strong maintenance of
treatment gains.

Context Effects

To further elucidate the benefitsand
limitations of a learning-based ap-
proach to anxiety treatment, Dr. Otto
discussed some of the factorsinfluenc-
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ing the maintenance of treatment gains
from CBT.> Centra to this discussion
were studies of theway inwhich reduc-
tions in fears brought about by expo-
sure (extinction) may be specific to the
context of exposure.

In multiple animal studies, Bouton™
showed that the return of fear islikely
when that fear was learned in one con-
text, extinguished in another context,
and then reassessed in the first context.
This work has been extended to the
clinic. For example, recent research®
showed that the return of fear of spiders
following initial response to exposure
therapy was more likely to occur when
follow-up assessment occurred in a
context different from the one in which
subjects received treatment. Accord-
ingly, to maximize the maintenance of
treatment gains, therapists need to en-
sure that exposure-treatment incorpo-
rates multiple contexts (e.g., not just
when the patient feels rested, iswith a
“safe” person, or feels confident).

CBT Plus Medication

Of additional importance are find-
ings indicating that medication appears
to be a powerful context; what is
learned on medication may fade when
patients later discontinue their medica-
tion.™ This effect is strong enough that
patients who were treated by CBT only
may fare better in the long run than
patients who are treated by CBT and
medications. This effect is exemplified
by a multicenter study of panic disor-
der where the effects of treatment with
imipramine only, CBT only, placebo
only, CBT plus imipramine, and CBT
plus placebo were compared. Response
rates for CBT plus imipramine and
CBT plus placebo after 3 months of
acute treatment were not significantly
different, and after 6 months of mainte-
nance treatment, response rates contin-
ued to be highest in these 2 groups.
Y et, when pharmacotherapy was sub-
sequently discontinued, patients who
had received CBT only maintained
their improvement better than patients
who had received combined CBT and
medication.
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This apparent sapping of the
strength of CBT upon medication dis-
continuation can be countered by rein-
stating CBT at the time of medication
taper. Some evidence'® shows that
CBT applied during and after medica-
tion discontinuation can help patients
maintain their treatment gains despite
medication discontinuation. It is this
feature of CBT—the ability to aid
medication discontinuation while
maintaining or extending treatment
gains—that is particularly apt for the
case presented by Dr. Stewart. Brief
treatment with CBT (i.e., 12 sessions)
could be used as a strategy to replace
benzodiazepine use. In particular, the
training provided by CBT to help pa-
tients respond differently to anxiety
sensations appears to be effective in
hel ping patients cope with benzodiaze-
pine withdrawal while also treating
panic disorder.*®

Conclusion

Dr. Otto aso stated that CBT ap-
pearsto be robust to the memory prob-
lems sometimes associated with ben-
zodiazepine treatment, and hence
should be considered for Dr. Stewart’s
patient. Moreover, CBT that focuses
on helping patients respond differently
to emotional cues also appears to treat
tendencies toward self-medication re-
gardless of whether it is specific to
anxiety concerns.'’ Dr. Otto concluded
by endorsing CBT as an effective
strategy for treating anxiety disorders.
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Drug names: alprazolam (Xanax and others),
buspirone (BuSpar and others), chlordiazepoxide
(Librium and others), clonazepam (Klonopin

and others), diazepam (Valium and others),
flumazenil (Romazcon and others), imipramine
(Tofranil and others), levetiracetam (Keppra),
|orazepam (Ativan and others), methadone
(Dolophine, Methadose, and others), oxazepam
(Serax and others), tiagabine (Gabitril),
zolpidem (Ambien).

To cite a section from this AcAbemic HIGHLIGHTS, follow the format below:
Roy-Byrne PP. The GABA-benzodiazepine receptor complex in anxiety, pp 25-26. In: Rosenbaum JF, chair.
Benzodiazepines: Revisiting Clinical Issues in Treating Anxiety Disorders [Acapemic HiGHLIGHTS]. Prim

Care Companion J Clin Psychiatry 2005;7:23-30

For the CME Posttest for this Acapemic HIGHLIGHTS, see pages 31-32.

30

Prim Care Companion J Clin Psychiatry 2005;7(1)



o) INSTRUCTIONS AND POSTTEST

Participants may receive up to 1 Category 1 credit toward the
American Medical Association Physician’s Recognition Award
by reading the CME article and correctly answering at least
70% of the questions in the Posttest that follows:

Go to www.psychiatrist.com/cmehome to take
this Posttest online and earn credit immediately.

Or

1. Read each question carefully and circle the answer
on the Registration Form.

2. Type or print the registration information in the
spaces provided and complete the evaluation.

3. Send the Registration Form to the address or
fax number listed on the Registration Form.

1. Clinical principlesthat may minimize the necessity

of chronic treatment for anxiety disordersinclude

all of the following except:

a. Distinguish acute symptomatic distress owing to recent stressors
from an anxiety disorder

b. Discuss the goals and limitations of benzodiazepine therapy
with the patient

c. Adopt a treatment plan that allows for dose escalation
to the highest dose followed by abrupt discontinuation

d. Reevaluate the need for treatment in the short term and over
the long term with intermittent structured attempts to taper

. Benzodiazepines have been associated with effects
such as sedation, psychomotor slowing, anterograde amnesia,
and difficulties learning new material.

a. Physical dependence
b. Discontinuation
¢. Rebound anxiety
d. Short-term cognitive

. They-aminobutyric (GABA)-benzodiazepine receptor system
may play an important role in the modulation and mediation
of anxiety disorders.

a True
b. False
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All replies and results are confidential. Answer sheets,

once graded, will not be returned. Unanswered questions

will be considered incorrect and so scored. The CME Institute
of Physicians Postgraduate Press, Inc. will keep only arecord
of participation, which indicates the completion of the activity
and the designated number of Category 1 credits that have been
awarded. Correct answers to the Posttest will be made available
to the participants of this activity upon request after the
submission deadline.

Accreditation Statement

The CME Institute of Physicians Postgraduate Press, Inc.

is accredited by the Accreditation Council for Continuing
Medical Education to provide continuing medical education
for physicians.

4. Psychotropic alternatives to benzodiazepines
for the treatment of anxiety disordersinclude:
a. Antidepressants, atypical antipsychotics, and buspirone
b. Antidepressants, anticonvulsants, and buspirone
¢. Anticonvulsants, typical antipsychotics, and tiagabine
d. Pregabalin, tiagabine, and thioridazine

5. Variablesthat lead to benzodiazepine abuse include
all of the following except:
a Elimination half-life
b. Speed of onset or offset of action
c. Age of the patient
d. Inability to develop tolerance

6. helps patients systematically reacquire a sense
of safety based on their own prospective experiences
with fear cues.

a Expert information

b. Cognitive restructuring

c. Exposure therapy

d. Anxiety sensitivity training

Answer to Pretest: 1.b



i REGISTRATION FORM

Circle the one correct answer for each question.

1. a b ¢ d 4 a b ¢ d
2 a b ¢ d 5 a b ¢ d
3. a b 6. a b ¢ d
Print or type
Name

Social Security number - -
(for CME credit recording purposes)

Specialty

Degree
Affiliation
Address
City, State, Zip
Phone ( )
Fax ( )

E-mail

O Hospital O Private Practice [0 Resident [ Intern

Deadline for submission

For a credit certificate to be issued, please complete
this Registration Form no later than February 28, 2007.
Online submissions will receive credit certificates
immediately. Faxed or mailed submissions will receive
credit certificates within 6 to 8 weeks.

Keep a copy for your files

Retain a copy of your answers and compare them with the
correct answers, which will be published after the submission
deadline.

Payment

If you complete the test online, no payment is necessary. A $10
payment must accompany this form. You may pay by check,
money order, or credit card (Visa or MasterCard). Make check
or money order payable to Physicians Postgraduate Press, Inc.
If paying by credit card, please provide the information below.

Check one: 0O Visa 0O MasterCard

Card number

Expiration date

Your signature

Please evaluate the effectiveness of this CME activity
by answering the following questions.

1. Was the educational content relevant to the
stated educational objectives? [ Yes [0 No

2. Did this activity provide information that is useful
inyour clinical practice? 0O Yes O No

3. Was the format of this activity appropriate for
the content being presented? [ Yes O No

4. Did the method of presentation hold your interest
and make the material easy to understand?
[1Yes [JNo

5. Achievement of educational objective:

A. Enabled me to describe issues related to
long-term benzodiazepine treatment such
as cognitive effects, tolerance, and physical
dependence. [ Yes [0 No

6. Did this CME activity provide a balanced,
scientifically rigorous presentation of therapeutic
options related to the topic, without commercial
bias? [ Yes [0 No

7. Does the information you received from this
CME activity confirm the way you presently
manage your patients? [ Yes O No

8. Does the information you received from this
CME activity change the way you will manage
your patientsin the future? [ Yes [ No

9. Please offer comments and/or suggested topics
for future CME activities.

10. How much time did you spend completing this
CME activity?

11. Do you have convenient access to the Internet?
[l Yes [J No

TEAR OUT AND SEND THIS PAGE, ALONG WITH YOUR PAYMENT, TO:
CME INsTITUTE * PHYSICIANS PoSTGRADUATE PrEss, INc. ¢ PO. Box 752870 « MempHis, TN 38175-2870

|F YOU ARE PAYING BY CREDIT CARD, YOU MAY FAX THIS PAGE TO: CME INsTITUTE AT 901-751-3444

QuesTions? CaLL 1-800-489-1001 exT. 8
WWW.PSY CHIATRIST.COM
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