
The term bipolar disorder (BD) refers to a recur-
rent, cyclical mood disorder in which elated

mood episodes, as
well as depression,
are prominent and
considered to be
essential. In 1896,
Kraepelin intro-
duced the unitary
concept of manic
depression, which
embraced all affec-
tive disorders with
either mania or
melancholia, or an

admixture of the two. Then, manic depressive ill-
ness was divided into the categories of bipolar
(alternating mania and depression) and unipolar
(recurrent depression without mania), depending
on distinct clinical features, course of the illness,
family history and response to treatment. However,
the bipolar-unipolar distinction did not include all
cyclical or recurrent mood disorders. To encom-
pass all clinical manifestations of BD, further sub-
types, such as bipolar types 1 and 2, as well as
spectrum disorder have been introduced.

What does bipolar mean?

Bipolar is a common lifelong condition that has
multiple recurrences, high morbidity and a 10% to
15% mortality rate through suicide. It has long
been believed that BD is a rare condition, however,
a recent global review of nine studies revealed the
combined lifetime prevalence for bipolar types 1
and 2 and cyclothymia was 7.8%. The lifetime
prevalence rates of bipolar 1 and 2 disorders have
been estimated at 1.2%. Bipolar 1 and cyclothymic
disorders are equally common in men and women,
whereas bipolar 2 is more common in women.

Bipolar type 1 disorder
Bipolar 1 disorder is the classic manic-depression
illness, characterised by the occurrence of one or
more manic episodes or mixed episodes inter-
spersed with depressive episodes. The defining
factor for the diagnosis of bipolar 1 disorder is the
presence of mania or mixed states. Mania is a per-
sistent, elevated, expansive or irritable mood, last-
ing for at least one week with accompanying symp-
toms of grandiosity (i.e., inflated self-esteem),
decreased need for sleep, pressure of speech, flight
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of ideas, distractibility and
excessive involvement in goal-
directed and pleasurable activi-
ties. These symptoms must be
sufficiently severe to cause sig-
nificant impairment in psycho-
social functioning. 

In mixed episodes, the
patient experiences rapidly
alternating moods of sadness,
irritability and euphoria,
accompanied by other symptoms of mania and
depression, including agitation, insomnia, psychot-
ic features, and suicidal thinking.

Bipolar type 2 disorder
Bipolar 2 disorder is characterised by recurrent
depressive and hypomanic episodes, but not manic
episodes. The defining factor for its diagnosis is
hypomania, with screening questions found in
Table 1. The observable expansive or irritable
mood should last for at least four days, with
accompanying sleep disturbances and psychosocial
impairment. A hypomanic episode can be distin-
guished from a manic episode by the severity of the
symptoms. Unlike a manic episode, a hypomanic
episode is not severe enough to cause marked
impairment in psychosocial functioning so as to
require hospitalisation, or to have psychotic symp-

toms. However, difficulties in dis-
tinguishing hypomania from mania
may lead to misdiagnosis of the
bipolar subtype. Approximately
5% of patients with bipolar 2 dis-
order may change over to bipolar 1
disorder.

Bipolar spectrum
disorder
Bipolar spectrum disorder (BSD)

refers to more heterogeneous bipolar illnesses
apart from bipolar 1 or 2. BSD includes
cyclothymia, hyperthymia and false unipolar dis-
order. 

Cyclothymia is a mild, chronic BD with fluctuating
mood disturbance involving subsyndromal hypo-
manic episodes (less severe hypomania symptoms
or lasting fewer than four days) and mild depres-
sive symptoms not severe enough to be considered
major depression. 

Hyperthymic disorder is characterised by habitual,
long-term temperament, associated with qualities
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Table 1

Screening Questions For Hypomania
• Have you felt so good or high that other people

noticed your mood change?

• Have you been more irritable than usual that you
often pick fights or get involved in arguments with
others? 

• Have you felt more energetic and active than usual?

• Do you have trouble sleeping?

• Have you experienced thought racing, talking fast,
socialising more than usual, increased sex drive
and increased spending?

• Have you ever been involved in an activity that
other people thought excessive, foolish or risky? 

For a good move 
see page 109

For a good move 
see page 109
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such as high energy, broad interests, risk taking and
being jocular, articulate, upbeat, over-confident,
and over-optimistic. Patients with hyperthymic dis-
order experience severe major depression or
depressive episodes.

False unipolar disorder refers to patients who
experience recurrent unipolar depression at the
initial stage of the illness, but subsequently
develop mania or hypomania. Approximately
10% to 30% of patients with unipolar depression
may convert to BD.

What are the signs?

Failure to recognise signs of bipolarity in unipolar
depression may lead to the underdiagnosis of BD.

The indicators of bipolarity in unipolar depression
are listed in Table 2. BSD can be diagnosed even in
the absence of spontaneous hypomania or mania
episodes if a patient has a major depressive episode
with several signs of bipolarity. Ghaemi and
Goodwin proposed diagnostic criteria for BSD: 
• One major depressive episode (criterion A);
• Family history of BD in a first-degree relative,

or history of antidepressant-induced hypomania
(criterion B); and 

• Six of nine items listed in Table 2—items three
to 11 (criterion C).
The underdiagnosis and misdiagnosis of BD

is a major problem. Approximately 60% of
patients with BD are misdiagnosed as having
unipolar depression. The other most frequent
misdiagnoses are anxiety disorder (26%), schiz-
ophrenia (18%), borderline personality disorder
(12%), and alcohol substance abuse (14%).
Approximately 35% of patients with BD wait 10
years for a correct diagnosis.
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Table 2

Predictors of Bipolarity In Unipolar
Depression
1. Family history of bipolar disorder in first-degree 

relatives of the affected.

2. Antidepressant-induced mania or hypomania.

3. Early onset with psychotic symptoms.

4. Post-partum depression or psychosis.

5. Hyperthymic personality (hypomanic personality).

6. Atypical depressive symptoms (i.e., hypersomnia,
carbohydrate craving, fatigue).

7. Chronic recurrent depression (more than three 
episodes).

8. Psychotic major depressive episodes.

9. Brief major depressive episodes (less than three 
months).

10. Loss of initial response to antidepressants.

11. Lack of response to antidepressant failure to 
more than three antidepressant trials.

12. Presence of emotional lability, irritability, mixture 
of melancholic and atypical depressive symptoms.

Table 3

Baseline Investigations
• Complete blood count, including platelets and

electrolytes.

• Liver enzymes, serum bilirubin, prothrombin time,
partial thromboplastin time.

• Urinalysis, urine toxicology for substance abuse
(especially in adolescents and young adults).

• Serum creatinine, 24-hour creatinine clearance
prior and (during lithium treatment).

• Thyroid function test (T5H).

• Electrocardiogram for patients over 40 years of
age.

• Pregnancy test in women of reproductive age.

• Computed tomography scan/magnetic resonance
imaging of brain for late onset geriatric, bipolar
disorder. 
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Table 4

Antibipolar Medications

Dose Common and Pharmacologic Profile
Medication (serum level) Specific Side Effects Effective Less Effective 

Lithium Acute mania: Tremors, cognitive Very effective in acute and Rapid cycling, 
900-1,500 mg disturbances, polyuria/ prophylactic mania, mixed states, 
(0.8-1.2 mEq/L) polydipsia narrow safety moderately effective in secondary mania,

range, renal problems, acute prophylactic bipolar with 
thyroid dysfunction,  depression. substance abuse.
teratogenic, weight gain.

Valproate 100-200 mg Hematologic, hepatic, neural Very effective in acute/ Acute 
(45-125 µg/ml) tube defects, hair loss, prophylactic mania, rapid depression.

weight gain. cycling, mixed 
prophylactic depression. 

Carbamazepine 400-1,600 mg Leukopenia, neurotoxicity, Very effective in acute/
(4-10 µg/ml) dizziness, skin rash, weight prophylactic mania, 

gain, neural tube defects. moderately effective in 
acute/prophylactic 
depression. Rapid cycling, 
mixed and acute depression 
problems. 

Lamotrigine 50-300 mg 10% skin rash, Stevens- Very effective in acute Acute and 
Johnson syndrome. depression and rapid cycling, prophylactic 
increases in liver enzymes. moderately effective in mania, mixed 

prophylactic depression. states.

Topiramate 50-200 mg Renal calculus, weight loss. Effective as adjunct treatment Prophylactic
in acute mania, moderately depression. 
effective in prophylactic  
mania, acute depression, 
rapid cycling and mixed.

Olanzepine 10-15 mg Weight gain, diabetes mellitus Very effective in acute mania, Prophylactic
Type 2 rapid cycling, mixed state, depression.

moderately effective in acute
depression.

Risperidone 2-4 mg Hyper prolactinemia, Very effective in acute mania, Prophylactic 
extra pyramidal symptoms, moderately effective in depression.
hypotension. prophylactic mania, rapid 

cycling and mixed.

Clozapine 400-800 mg Hematologic, weight gain, Treatment resistant and 
sialorrhea. bipolar disorder.

Quietiapine 300-450 mg Somnolence postural Effective in mania as adjunct N/A
hypotension, elevated alanine treatment
aminotransferase, cataract
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Reasons for misdiagnosis
First, the availability and aggressive marketing of
newer antidepressants may influence the diagno-
sis of unipolar depression. Second, growing
awareness of the magnitude of depressive illness,
coupled with a lack of awareness of the enormity
of BD, may lead to underdiagnosis. Third,
patients are more likely to seek help for depres-
sion due to associated distress, but less likely to
seek help for mania due to a lack of insight into
the disorder. Fourth, the absence of Diagnostic
and Statistical Manual of Mental Disorders
(DSM-IV) criteria for BSD may impede the diag-
nosis of BSD. Fifth, the increased prevalence of
comorbid psychiatric conditions with BD com-
plicates the diagnosis of BD. Emphasis on the
primary diagnosis or exclusion of all differential
diagnoses may lead to diagnostic errors in the
presence of comorbidities. Common comorbid
conditions in BD include substance abuse (50%),
obsessive compulsive disorder (21%), social pho-
bia (30%), borderline personality (40%), atten-
tion-deficit hyperactivity disorder (20% to 30%),
and avoidant dependent personality (40%).

How to
manage BD
Investigations: Collateral
information from reliable
sources, such as family,
spouses or friends, may be
crucial in determining
hypomanic or manic
episodes because patients
with BD normally lack
insight into their manic
episodes.

Daily mood self-chart-
ing may also be helpful to

document rapid cycling or ultra-rapid cycling of a
mood disorder.

The baseline investigations should be com-
pleted before the initiation of pharmacologic
treatments. Diagnostic investigations would also
be helpful in identifying co-existing medical con-
ditions (Table 3).

Collaborative relationships: The relationship
between the family and psychoeducators concern-
ing the lifelong nature of the illness, biologic treat-
ments, psychotherapy and self-help groups will all
improve compliance and treatment adherence. 

Mood stabilisers: They are the main stream of bio-
logic treatments in BD. Commonly used mood sta-
bilisers include lithium, anticonvulsants and atypi-
cal antipsychotics (Table 4). Ideal mood stabilizers
should have efficacy for acute mania and acute
depression, prophylactic efficacy for mania and
depression, broad efficacy for mixed states and
rapid cycling (i.e., four or more episodes a year),
and should be safe in short-term and long-term
treatment. None of the available mood stabilizers
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have all the attributes of the ideal mood stabilizer.
Hence, a combination of mood stabilizers are used
to achieve the desired outcome. Commonly used
mood stabilizers, their dosage and efficacy are list-
ed in Table 4. 

Acute mania: The drug of choice for acute mania
is lithium, epival or carbamazepine. Adjunct treat-
ment with atypical neuroleptics (i.e., risperidone,
olanzepine) is effective. In partial responders and
non-responders, two-drug or three-drug combina-
tions can be used. Electroconvulsive therapy (ECT)
is effective in treatment-resistant mania.

Acute bipolar depression: Antidepressants in con-
junction with mood stabilizers are used for acute
bipolar depression and, sometimes, for the prophy-
laxis of bipolar 2 disorder. Mood stabilisers that are
effective in the treatment of depression (i.e., lithi-
um and lamotrigine) can be selected to treat bipo-
lar patients with frequent depression breakthrough
cycles. ECT is effective in psychotic, suicidal,
resistant depression.

Acute mixed states: Valproate, olanzepine, carba-
mazepine monotherapy, or a combination of lithi-
um and carbamazepine or lithium and valproate
can be used.

Rapid cycling: Valproate, lamotrigine or
olanzepine as monotherapy, or the combination of
carbamazepine and lithium augmented with thy-
roxine is recommended.

Bipolar 2 prophylaxis: First-line mood stabilis-
ers, such as lithium, valproate and can-
banazepine, are recommended. Antidepressants
should be avoided to prevent rapid cycling.
Combination treatment with atypical neurolep-
tics can be tried in resistant cases.

Bipolar 2 prophylaxis: Antidepressants can be
used in conjunction with mood stabilisers. Mood
stabilisers with antidepressant profiles, such as
lithium or lamotrigine, can be used in bipolar 2
patients. 

Nonpharmacologic treatment: Cognitive behav-
ioural therapy, interpersonal therapy, marital coun-
seling, and self-help groups may have specific
roles at various stages of bipolar treatment.
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