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Review Article
The management of bipolar disorder in primary care:
A review of existing and emerging therapies
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Recent evidence suggests that the prevalence of bipolar disorder is as much as fivefold higher than
previously believed, and may amount to nearly 5% of the population, making it almost as common
as unipolar major depression. It is, therefore, not unrealistic to assume that primary care or family
physicians will frequently encounter bipolar patients in their practice. Such patients may present
with a depressive episode, for a variety of medical reasons, for longer-term maintenance after sta-
bilization, and even with an acute manic episode. Whatever the reason, a working knowledge of
current trends in the acute and longer-term management of bipolar disorder would be helpful to
the primary care physician. In addition, an understanding of important side-effects and drug inter-
actions that occur with drugs used to treat bipolar disorder, which may be encountered in the med-
ical setting, are paramount. This paper will attempt to review existing and emerging therapies in
bipolar disorder, as well as their common drug interactions and side-effects.
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INTRODUCTION

Bipolar disorder has traditionally been viewed as
having a prevalence of approximately 1%, however,
there is emerging evidence that prevalence rates may
actually be as high as 5%.' The disorder, characterized
by mood fluctuations that include mania, hypomania,
depression, and mixed episodes,™ is devastating and
chronic,*’ and a significant source of distress and dis-
ability. The World Health Organization found bipolar
disorder to be the world’s sixth leading cause of
disability-adjusted life years among people aged 15—
44 years. There is also an increased risk of suicide asso-
ciated with bipolar disorder; as many as 25-50% of
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patients with bipolar disorder attempt suicide during
their lifetimes.”®

RECOGNITION OF BIPOLAR DISORDER
IN PRIMARY CARE

Patients suffering from bipolar disorder frequently
present in the primary care setting, most commonly
during the depressive phase of their illness. Up to 30%
of depressed and/or anxious patients in primary care
may have a primary diagnosis of bipolar disorder.’
Bipolar disorder is distinguished from unipolar depres-
sion by identifying current or past symptoms of mania
or hypomania in the bipolar disorder sufferer.” It
needs to be stressed that most bipolar patients present
with depressive symptoms rather than mania, and that
active enquiry regarding past mania or hypomania is
essential to establish the diagnosis. It may be difficult
to make this distinction when a patient’s history is
unknown or unclear, however, there are several signs
that may alert the general practitioner to the possibility
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that a patient presenting with depression may suffer
from bipolar illness. The patient may have a family his-
tory of bipolar illness, particularly if a first degree rel-
ative has a confirmed diagnosis of bipolar disorder. It is
not uncommon to find three or more first degree rela-
tives or three consecutive generations with identifiable
mood disorders in the families of bipolar disorder suf-
ferers."! A switch to mania or hypomania with antide-
pressant treatment will confirm a diagnosis of bipolar
disorder, though more commonly, bipolar disorder suf-
fers simply fail to respond to treatment using antide-
pressants. If a patient has failed to respond to three or
more antidepressants, bipolar disorder should be sus-
pected." Rapid onset and offset of episodes, a seasonal
pattern, and the presence of atypical depressive fea-
tures may also alert clinicians to the possibility of a
depressive episode having a bipolar basis. Another clue
is that bipolar disorder has an earlier age of onset than
unipolar depression. Bipolar disorder should be sus-
pected in cases where depression appears prior to the
age of 25."

DIAGNOSIS OF BIPOLAR DISORDER IN
PRIMARY CARE

In the spectrum of bipolar disorders, bipolar II disor-
der, characterized by symptoms of both depression and
hypomania, is more common than bipolar I disorder in
the primary care setting. In a study of 108 primary care
patients diagnosed with depression or anxiety, three
patients were found to have bipolar I disorder com-
pared to 20 patients with bipolar II disorder. In the
same study, an equal number of patients suffered from
bipolar spectrum disorders and depressive disorders.'
This presents a diagnostic challenge for the general
practitioner. While a formal assignment to a subcate-
gory of bipolar disorder may in some circumstances be
too difficult to achieve within the context of primary
care, it is vital that the depressive phase of bipolar dis-
order is not misdiagnosed for major depressive disor-
der, as this would be likely to lead to poor therapeutic
outcomes predominantly through the use of antide-
pressants rather than mood stabilizers. Similarly, major
depressions superimposed on cyclothymic oscillations
may be confounded with borderline or other personal-
ity disorders.!

There is a high prevalence of comorbidities, includ-
ing alcohol and substance abuse as well as anxiety
states, among sufferers of bipolar disorder.' Indeed,
comorbidity is probably more common than non-
comorbid disorder. The general practitioner should be
vigilant to identify and treat the comorbidities as well
as the primary pathology. An instrument to determine
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alcohol usage, such as the Alcohol Use Disorders Iden-
tification Test, may be useful.”

TREATMENT OPTIONS IN BIPOLAR
DISORDER

Mood stabilizers are the basis of therapy for bipolar dis-
order, and current guidelines recommend the use of a
mood stabilizer in all phases of treatment.* A mood
stabilizer is usually regarded as an agent that can
effectively treat at least one acute phase of bipolar
disorder (mania or depression) without increasing the
risk of a ‘switch’, or conversion, to the other phase.
Lithium is the most extensively studied of all the mood
stabilizers, and has been used for both acute and
prophylactic treatment of manic episodes of bipolar
disorder. It has also traditionally been a first line choice
for less severe bipolar depression.'* Divalproex sodium
and carbamazepine, initially marketed as anticon-
vulsants, have also been determined to have mood
stabilizing properties. More recently, newer anti-
convulsant mood stabilizers have emerged, such as lam-
otrigine. There are also new insights into the mood
stabilizing effects in maintenance treatment of atyp-
ical antipsychotics, such as olanzapine and aripiprazole.

Antidepressants

Analysis of marketing data suggests that antidepres-
sants may be more commonly prescribed for use in
bipolar disorder than mood stabilizers in some areas."
However, their use may induce mania or rapid
cycling,'® as demonstrated in a naturalistic study of 500
bipolar patients where 37% reported a history of anti-
depressant-induced mania or hypomania.'’

There is a paucity of controlled data for the use of
antidepressants in bipolar disorder, especially with
regard to long-term use. Studies have suggested that
antidepressants may have a role in the acute treatment
of the depressive phase of bipolar disorder. Antide-
pressants were shown to be useful as adjunctive ther-
apy in patients whose Hamilton Rating Scale for
Depression scores remain high 1-3 weeks after com-
mencing treatment with a mood stabilizer.”® A trial
comparing paroxetine and venlafaxine treating 60
bipolar patients during depressive episodes, found
both agents to be safe and effective.”” In a 10-week
acute phase and 1-year continuation phase, double-
blinded trial of 64 depressed bipolar patients ran-
domised to adjunctive therapy with bupropion, sertra-
line or venlafaxine, improved ratings in depression
were demonstrated. However, switching to mania or
hypomania occurred in 14% of acute phase patients
and 33% of patients in the continuation phase.””* This
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suggests that switch into mania is potentially a longer-
term risk than previously recognized. A retrospective
cohort design study of 7607 elderly bipolar patients,
found antidepressants use to be associated with a
decreased rate of hospitalization.”

Curiously, in a study of mood patterns in 80 bipolar
patients, 47 taking antidepressants and 33 not taking
antidepressants, patients receiving antidepressants
were measured as depressed twice as often as patients
not receiving antidepressants and appeared to have a
downshift in baseline mood.” These results may be due
to subject selection biases where symptomatology is
the criterion by which antidepressants are prescribed.
However, the further finding that the frequency and
size of mood changes was similar in both groups sug-
gests that patients in this study did not benefit from
antidepressant use.

In spite of antidepressants being available for over
40 years, no drug-company sponsored and controlled
clinical trial of an antidepressant used to treat bipolar
disorder has been published. In the absence of a body
of controlled long-term maintenance data on the use of
antidepressants, the use of the agents needs to be
viewed with some caution.*

Lithium

Studies of lithium maintenance therapy for bipolar
disorder™® and treatment for acute manic
episodes”’*** have commonly demonstrated robust
benefits. In spite of these findings, there has been
increasing concern that lithium’s efficacy has been
overestimated in the past or that there has been sub-
sequent increasing patient resistance to lithium.*?*
However, a recent analysis which reviewed 11 con-
trolled and 13 open, long-term trials of lithium in
bipolar or mixed major affective disorders published
between 1970 and 1996, found that the benefits of lith-
ium prophylaxis have not been exaggerated, and that
lithium’s utility in maintenance therapy of bipolar dis-
order has not waned.” Results from other long-term
longitudinal studies of lithium prophylaxis have simi-
larly detected no reduction in lithium efficacy over the
decades. ™

Lithium has also been found to robustly reduce the
risk of suicide by about 80% in certain patients — from
about 30-fold to approximately 6.5-fold that of the gen-
eral population. The benefit of other mood stabilizers
in this arena has not been well established.' In a recent
analysis of 22 studies, Tondo and Baldessarini found at
least a sevenfold reduction in suicide rates for patients
during long-term lithium treatment, compared with
patients who were not receiving lithium, and patients
after lithium discontinuation.*
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In comparison with its efficacy in euphoric mania
and prophylaxis, lithium may be less effective in
patients with symptoms of mixed mania,” bipolar
depression,”® rapid-cycling features,”™ numerous
previous mood episodes,”’ and more pretreatment
hospitalizations.*!

Three of the greatest concerns for patients receiving
lithium therapy are regular monitoring of renal and
thyroid function, and of lithium levels. Lithium therapy
has been associated with an increased incidence of
both goiter and hypothyroidism, and patients, there-
fore, require regular monitoring of thyroid function.*
Lithium also reduces the kidney’s ability to concen-
trate urine, although this is usually reversible. About
50-70% of patients on long-term lithium therapy
develop polyuria, and about 10% develop frank dia-
betes insipidus.” Changes in tubular function may
become irreversible in some patients.** Patients on
ongoing lithium therapy should have their serum cre-
atinine levels monitored at least yearly, and some
experts recommend testing every 3 months.*

Lithium also interacts with a host of medications that
are commonly used in medical practice, and physicians
should use special caution in prescribing these drugs to
patients on lithium therapy: diuretics, non-steroidal
anti-inflammatory drugs, angiotensin converting
enzyme inhibitors, angiotensin II antagonists, xanthine
preparations, and metronidazole, among others.**

Divalproex sodium

Divalproex sodium delayed-release tablets
(Depakote—Abbott) were approved by the Food and
Drug Administration (FDA) for the acute treatment of
mania in the USA in 1995. In most expert consensus
guidelines, divalproex is listed as the drug of choice for
acute management of mixed manic states, and mania
with a strong depressive component.’” To date, no
controlled studies have been conducted to determine
the efficacy of divalproex sodium in bipolar
depression.

While evidence for the efficacy of divalproex in the
treatment of mania is convincing,***% there is less
evidence of its efficacy in bipolar disorder maintenance
therapy, an indication for which it is not FDA-
approved. Only one randomized controlled trial of
divalproex as maintenance therapy has been con-
ducted to date’® This randomized, double-blind,
placebo-controlled, parallel-group study found that
divalproex and lithium did not differ significantly from
each other or placebo on the primary outcome of time
to recurrence of any mood episode, though a trend
favoring divalproex over lithium was observed.” Pre-
mature termination for any reason (development of
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any mood episode, intolerance or non-compliance)
tended to be lower in the divalproex group.” There are
some reservations regarding the statistical power and
methodology of this study, which reduced lithium-
placebo differences.”!

In spite of the paucity of research demonstrating its
efficacy in maintenance therapy, divalproex is more
commonly prescribed in the USA for bipolar disorder
than lithium.>* This may be, in part, due to its improved
tolerability over lithium. In the above study by
Bowden et al., divalproex was generally better toler-
ated than lithium, but both divalproex and lithium
resulted in significantly higher rates of study ter-
mination than placebo due to intolerance or non-
compliance.”

Divalproex carries a box warning for hepatotoxicity,
teratogenesis and pancreatitis, and has been associated
with blood dyscrasias. The risk of hepatotoxicity
requires ongoing liver function monitoring.™ Aside
from sedation and gastrointestinal side-effects, dival-
proex has also been associated with significant weight
gain,” which may result in non-compliance, and this
should be closely monitored. There have also been
reports of polycystic ovarian syndrome with the use of
valproate in the epileptic population, although this has
not been confirmed to date in patients with mood
disorders.™**

Drugs that should be used with caution in patients
taking divalproex include those on other anticonvul-
sants, such as phenytoin, lamotrigine and carbam-
azepine, and those taking aspirin, rifampin and
benzodiazepines, among others.*

Carbamazepine

Although carbamazepine has demonstrated acute
antimanic effects in several controlled studies,”®’ its
efficacy in bipolar depression has not been well
established.™ It is not FDA-approved for treatment of
bipolar disorder in the USA.

While carbamazepine is generally believed to be effi-
cacious for prophylaxis of bipolar disorder, rigorous
placebo-controlled trials are lacking. A combined anal-
ysis of 10 double-blind, randomized maintenance stud-
ies in bipolar disorder indicated slightly less efficacy
with carbamazepine than lithium as evidenced by a
non-significantly higher relapse rate with carbam-
azepine than lithium.” A second set of studies detected
no statistically significant differences between carbam-
azepine and lithium in recurrence rate or hospitaliza-
tion rate.”* However, results were distinctly in favor
of lithium when the definition of failure was broadened
to include recurrences combined with co-medication
(P =0.041) and/or adverse effects.”
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Carbamazepine’s side-effect profile and pharmacok-
inetic interactions make its use difficult, and it has not
achieved the same popularity in the USA as a mood
stabilizer that it has in Europe. Adverse effects of car-
bamazepine include dizziness, nausea, vomiting, seda-
tion, diplopia, clumsiness, cognitive impairment and,
rarely, hepatotoxicity and agranulocytosis and aplastic
anemia.’

Carbamazepine also interacts with the cytochrome
P450 enzyme system, inducing its own metabolism
and creating the potential for significant drug—drug
interactions.” Carbamazepine levels can be increased
by concomitant prescription of cimetidine, diltiazem,
macrolides, erythromycin, clarithromycin, fluoxetine,
loratadine, ketaconazole, itraconazole, verapamil and
valproate, among others. Other drugs that should be
used with caution, as carbamazepine reduces their
serum blood levels, include acetaminophen, some ben-
zodiazepines, doxycycline, contraceptives, warfarin
and other mood stabilizers.”*

Lamotrigine

Lamotrigine has been observed to improve mood,
alertness and social interactions in some patients with
epilepsy,” and these observations stimulated interest in
lamotrigine’s potential efficacy in bipolar disorder, and
particularly depressive episodes in bipolar disorder.
Lamotrigine has subsequently been found to be
efficacious in the acute management of bipolar
depression® and long-term management of bipolar dis-
order, especially in delaying depressive recurrence,” "
either as monotherapy or as adjunctive therapy. This is
in stark contrast with the predominantly antimanic
activity seen with other mood stabilizers, and the fact
that depression is the dominant phase of the disorder
with regard to morbidity and time.” It is noteworthy
that in acute studies, onset of antidepressant action of
lamotrigine is similar to that noted for fluoxetine and
imipramine in bipolar depression.”*”> Lamotrigine has
also been found effective in acute and long-term treat-
ment of patients with rapid cycling,”*” and there is
little evidence that it causes manic or hypomanic
symptoms in patients with bipolar disorder.®
Lamotrigine is less likely than valproate and car-
bamazepine to cause fatigue, somnolence or weight
gain.®® However, of concern with lamotrigine use is
the development of rash. In epilepsy trials, the inci-
dence of serious rash, including Stevens—Johnson syn-
drome, is rare, occurring in approximately 1% of
pediatric patients aged 16 or younger and 0.3% of
adult patients.”® Nevertheless, recent pooled data from
randomized, controlled trials of lamotrigine in bipolar
disorder and recurrent major depression show that no
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cases of serious rash, including Stevens—Johnson syn-
drome or toxic epidermal necrolysis, were reported.
Benign rash occurred in 9.0% of patients treated with
lamotrigine.'® Recent guidelines regarding slow dose
titration may be contributing to the reduction in rash
rates.

Lamotrigine should be used with caution together
with valproate, as the combination increases lamotrig-
ine levels, and hence, the risk of rash. Carbam-
azepine decreases lamotrigine levels by as much as
40%.* However, though controlled studies of effi-
cacy are lacking, there are no known pharmacokinetic
interactions between lamotrigine and lithium,* allow-
ing for a combination that would conceivably protect
against recurrence of both depressive and manic
episodes. A recent case series found that oral
contraceptives reduced lamotrigine plasma levels by
41-64% (mean 49%) in epileptic patients, and con-
cluded that women with epilepsy who are treated
with both lamotrigine and oral contraceptives should
have their lamotrigine plasma levels monitored
closely.® Further studies are needed in patients with
bipolar disorder.

Topiramate

Case reports and open-label evaluations of topiramate
used as adjunctive therapy in bipolar disorder I, dem-
onstrate improvement in manic and mixed episodes®
but little response in euthymic or depressed patients.”’
Controlled clinical trials in mania, as yet unpublished,
are however negative.

Somnolence, dizziness, ataxia, speech disorders and
related speech problems, psychomotor slowing, nystag-
mus and paresthesia occur commonly in patients
treated with topiramate for bipolar disorder, and it is
the cognitive side-effects that are of particular concern
in these patients. Topiramate is associated with weight
loss, rather than weight gain,” and has been used as
adjuvant therapy to control weight gain in adult
patients with bipolar disorder.”

Caution should be exercised in prescribing other
central nervous system depressants, and possibly
digoxin, in patients taking topiramate. Topiramate may
also reduce the efficacy of oral contraceptives. Car-
bonic anhydrase inhibitors should be avoided due to
the risk of renal stone formation.”

Gabapentin

While uncontrolled and open studies pointed to gaba-
pentin’s possible efficacy as monotherapy or add-on
therapy in acute treatment of manic or depressive
symptoms,”” both controlled studies conducted to
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date have shown negative results.*>** Gabapentin has a
mild side-effect profile and has not been found to have
any significant drug-drug interactions to date.”

Role of the atypical antipsychotics

Atypical antipsychotics like clozapine, risperidone,
ziprasidone and olanzapine are frequently used to
stabilize acutely manic patients and patients with
bipolar disorder in whom frank psychotic symptoms
are evident.” Due to the risk of induction of depression
associated with the older antipsychotics,” and their
side-effect profiles, atypical antipsychotics have
largely replaced the older conventional antipsychotic
medications.”

Olanzapine is the only atypical antipsychotic
currently FDA-approved for treatment of acute mania,
and a comparative study with lithium demonstrated
similar efficacy between the two agents for this
indication.”

Published data regarding efficacy of atypical
antipsychotics for maintenance treatment of
bipolar disorder is largely limited to small, open-label
trials and case reports, and has not been well estab-
lished.” '™ A number of unpublished reports of the
efficacy of olanzapine in bipolar disorder have been
presented in trials comparing olanzapine against
lithium, divalproex and placebo. These suggest that
olanzapine may have efficacy in the maintenance phase
of bipolar disorder."”'% Aripiprazole treatment has
also demonstrated efficacy in maintenance in a 26-
week placebo-controlled trial of 161 patients with
Bipolar I Disorder."”

Additionally, there is evidence from double-blind,
placebo controlled studies to support the use of olan-
zapine, aripiprazole, quetiapine, risperidone and
ziprasidone in the treatment of acute mania. Clinical
trial evidence also exists to support the efficacy of olan-
zapine and quetiapine in bipolar depression.'®

Sedation is seen to varying degrees with atypical
antipsychotic treatment, and while this may be benefi-
cial during acute treatment for mania, longer-term
sedation may result in patient non-compliance.

Weight gain, associated to varying degrees with the
atypical antipsychotics, has been linked to the develop-
ment of adverse lipid profiles and the possible induc-
tion of diabetes. Clozapine and olanzapine use appear
to produce the most weight gain, while ziprasidone
causes little, if any, weight gain.'”

Psychosocial therapies

There is robust evidence suggesting a link between the
number of previous episodes experienced by the indi-
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vidual and his/her risk of future episodes.""” The poten-
tial of medication to reduce relapse is not always
realized in clinical settings.'! This may be due at least,
in part, to the problem of nonadherence to prescribed
long-term medical treatment in bipolar disorder.
Johnson and McFarland'"* followed over 1500 patients
prescribed lithium over 5 years. They reported that the
median duration of continuous lithium adherence after
it was first prescribed, was 76 days. Jamison et al.'”
found that over a 2-year follow-up period, 50% of
patients stopped and re-started their lithium against
medical advice at least once and 30% at least twice.
Lingam and Scott'"! in their review of the literature,
suggest that adherence has not been improved by the
introduction of newer pharmacological agents. Psycho-
social interventions that improve medication adher-
ence may serve as a useful adjunct to management in
the primary care setting.

Cochran'"* conducted a small, randomised control
trial using six sessions of Cognitive Behavioural
Therapy (CBT) to improve medication adherence in
patients with bipolar disorder. She found that at
post-treatment and 6-months follow up, patients in the
CBT group had significantly better adherence to
medication and were 60% less likely to require
hospitalization.

Recent studies of more comprehensive psychosocial
interventions as an adjunct to pharmacological treat-
ment also show positive outcomes for medication
adherence, although meta-analysis suggests that medi-
cation adherence alone cannot account for the increase
in time to relapse of bipolar outpatients in these stud-
ies.""!"® In addition to problems in medication adher-
ence, other psychosocial issues may impact on the
course of illness. For example, despite medication com-
pliance, Ellicott et al.'” found a significant association
between stressful life events and relapse over a 2-year
period in a group of 61 outpatients with bipolar disor-
der. Negative life events have also been associated with
a threefold increase in time to recovery from an epi-
sode of illness.'” Life stressors that disrupt the sleep/
wake cycle may influence the onset of mania.'"'?
Patients from families with high expressed emotion
were found to have a higher risk of relapse.'” Thus,
management of stressful triggers of illness, family psy-
choeducation and reducing family conflict, interper-
sonal problem solving and establishing routines and
regular sleep/wake cycles have also been targets of
adjunctive interventions.

Different interventions, such as those based on
CBT,"'O17124125 family therapy'*'* or Interpersonal
and Social Rhythm Therapy,'”’ all involve a psychoed-
ucation component and focus on relapse prevention
through increased awareness of illness patterns and
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prodromes and coping skills to prevent full blown
relapse. Enhancing suicide prevention has been consid-
ered as an important target."® In addition, there is a
focus on the morbidity experienced in living with
bipolar illness due to the disruption to relationships,
personal status and quality of life as well as subsyn-
dromal symptomatology and impaired functioning
between episodes.'*?'? Keller et al.'’ suggests that
substantial subsyndromal symptomatology, especially
depressive symptomatology, remains in a large propor-
tion of patients and that on maintenance lithium treat-
ment, subsyndromal symptoms predicted a higher
relapse within 2 years. The more episodes, especially
depressive episodes, the patient has experienced,
the worse the prognosis for functionality”” and the
higher the risk of recurrence."”” Comorbid substance
abuse has also been associated with poor prognosis
and this has also been a target of psychosocial
interventions.'>!*

Recent research in the effectiveness of psychosocial
interventions has shown positive outcomes. A handful
of randomised control trials on the effectiveness of
individual'*"*** and group'”” cognitive behavioral
interventions for outpatients with bipolar disorder as
an adjunct to medication, have shown improvements in
time to relapse, fewer admissions, shorter affective epi-
sodes, affective symptomatology and social function-
ing. Most of these interventions utilize a number of
different strategies, making it unclear what is the actual
therapeutic agent involved in the positive outcomes
and what phases of illness respond better to specific
strategies.

The growing evidence for the effectiveness of CBT
is supplemented by promising findings in other
approaches, such as an integration of family and indi-
vidual Interpersonal and Social Rhythm Therapy
(IFIT) which showed an increase in time to relapse and
a decrease in depressive symptomatology, and a study
of family focused therapy (FFT)'"® which showed sim-
ilar impact on depressive recurrence. In a meta-analy-
sis of psychotherapy trials, add-on psychotherapy was
associated with higher effect sizes than many trials of
add-on pharmacotherapy.'”

The psychosocial morbidity experienced by the indi-
vidual with bipolar disorder and his/her family, and the
potential importance of numerous psychosocial factors
on the course of bipolar illness, highlight the need for
psychosocial treatments as an adjunct to pharmaco-
therapy in primary care. Thus, when dealing with the
real-life patient experiencing the impact of having to
come to terms with living with bipolar disorder, its
treatment, and the consequences of episodes, the pos-
sible advantages of adjunctive psychosocial interven-
tions need to be considered.
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DISCUSSION

The primary care physician is the ‘first-line of defence’
in detecting and managing a host of conditions, not the
least among them being bipolar disorder. The increas-
ing recognition that prevalence of bipolar disorder is
higher than previously believed, points to the reality
of considerable numbers of bipolar patients in the
community remaining undiagnosed or incorrectly
diagnosed. Patients with bipolar disorder will be
encountered in the primary care setting, and care
should be taken that their disorder not be missed or
misdiagnosed. The National Depressive and Manic—
Depressive Association survey of bipolar members,'*
showed an average of 8 years having elapsed between
the first presentation of bipolar patients to a mental
health professional and correct diagnosis. A recent sur-
vey of mental health professionals, indicated that the
rate of screening for bipolar disorder is low, even in the
mental health setting, and it is likely, therefore, that
bipolar patients are missed even in this setting."”’ It is,
therefore, conceivable that even more patients may be
missed in the primary care setting.

The differentiation of unipolar and bipolar disorder
is critical. The present danger to patients is that if they
are misdiagnosed as suffering from unipolar major
depression, there is a likelihood that primary treatment
will be antidepressants, rather than mood stabilizers. It
is established that antidepressants can induce both
mania and rapid cycling and, as such, antidepressant
monotherapy in bipolar disorder is strongly discour-
aged in most management guidelines.'*

In addition, as patients with bipolar disorder will be
encountered in primary care, even if their long-term
management is to remain in the hands of the psychia-
trist, it is important to acknowledge that many of the
mood stabilizers used to treat and maintain this popu-
lation will interact with drugs commonly used in the
primary care setting. Lithium and divalproex, two of
the drugs most commonly prescribed maintenance
medications for bipolar disorder, interact with a host of
commonly prescribed drugs. Because of the influence
of many of the anticonvulsant mood stabilizers on
cytochrome P450 and other enzyme systems, caution
should be used in prescribing any drugs that have the
possibility of interacting with them. In addition, it is
important to keep in mind that patients chronically
treated with lithium and anticonvulsant mood stabiliz-
ers are at risk of experiencing a host of side-effects,
among them thyroid and renal dysfunction, and hepa-
totoxicity, all of which require ongoing monitoring to
ensure normal functioning. It is also important to note,
that as newer anticonvulsant mood stabilizers and
atypical antipsychotics are thrust into the arena of
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bipolar disorder treatment, it is possible that new side-
effects and drug interactions may emerge.

CONCLUSION

Although primary care physicians may not always be
primarily responsible for the long-term medication
management of bipolar patients, they are often the first
clinicians to be in a position to screen for bipolar dis-
order and to manage its initial manifestations. There
are increasing initiatives to integrate the primary care
physician into the network of care for bipolar disorder.
Primary care physicians, therefore, constitute a critical
link in detecting and appropriately referring patients
with bipolar disorder, and are vital for helping to man-
age a major component of the burden of illness in the
community.
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