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Diagnosing and treating 
bipolar disorder in primary care

ABSTRACT
Major depression often presents in patients with a history 
of both depression and mania, although patients may 
not have the insight to report manic symptoms as prob-
lematic. Distinguishing pure (unipolar) depression from 
bipolar depression is important for prognostic and treat-
ment reasons. Once identified, bipolar depression can be 
adequately and safely treated.

KEY POINTS
Bipolar depression in its manifest and subthreshold forms 
is nearly as prevalent as unipolar depression and often 
occurs in successful professionals.

A manic or hypomanic episode can make a patient highly 
productive, but it can also be severely disruptive, leading 
to loss of job, marriage, and financial savings.

Identifying bipolar depression depends on asking about 
bipolar symptoms, using screening instruments, and be-
ing aware of clues from the patient’s history.

A major depressive episode in patients with a history of 
mania or hypomania should be treated with a combina-
tion of an antidepressant and a mood stabilizer or a 
mood stabilizer alone.
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P atients presenting with depression 
commonly have undiagnosed bipolar de-

pression,1–7 that is, depression with shifts to 
periods of mania. During manic or hypoman-
ic episodes, people feel energetic, need little 
sleep, and are often happy and charming.8 But 
too much of a good thing can also wreak havoc 
on their life.
 Bipolar depression (ie, depression in pa-
tients with a diagnosis of bipolar disorder) 
is treated differently from unipolar depres-
sion,3,9–13 making it especially important that 
clinicians recognize if a patient who presents 
with depression has a history of (hypo)manic 
symptoms. 

 ■ CASE 1: THE IMPULSIVE NURSE

A 32-year-old nurse presents to her primary care 
provider with depressed mood. She reports having 
had a single depressive episode when she was a col-
lege freshman. Her family history includes depres-
sion, bipolar disorder, and schizophrenia, and her 
paternal grandfather and a maternal aunt com-
mitted suicide. Upon questioning, she reveals that 
in the past, she has had 3 episodes lasting several 
weeks and characterized by insubordinate behav-
ior at work, irritability, high energy, and decreased 
need for sleep. She regrets impulsive sexual and 
financial decisions that she made during these epi-
sodes and recently filed for personal bankruptcy. 
For the past month, her mood has been persistently 
low, with reduced sleep, appetite, energy, and con-
centration, and with passive thoughts of suicide.

 ■ A CAREFUL HISTORY IS CRITICAL

This case illustrates many typical features of 
bipolar depression that are revealed only by 
taking a thorough history. Although the pa-
tient is high-functioning, having attained a 

MEDICAL GRAND ROUNDS

TAKE-HOME 

POINTS FROM 

LECTURES BY 

CLEVELAND 

CLINIC 

AND VISITING 

FACULTY

Medical Grand Rounds articles are based on edited transcripts from Medicine Grand Rounds 
presentations at Cleveland Clinic. They are approved by the author but are not peer-reviewed.

doi:10.3949/ccjm.85gr.18003

AMIT ANAND, MD 
Director, Mood and Emotional Disorders Across the Life Span 
(MEDALS) Program, Department of Psychiatry and Psychology 
and Center for Behavioral health, Cleveland Clinic; Professor 
and Vice Chair for Research, Cleveland Clinic Lerner School of 
Medicine of Case Western University, Cleveland, OH

CREDIT
CME

 on August 19, 2025. For personal use only. All other uses require permission.www.ccjm.orgDownloaded from 

http://www.ccjm.org/


602 CLEVELAND CLINIC JOURNAL OF MEDICINE  VOLUME 85  • NUMBER 8  AUGUST 2018

BIPOLAR DISORDER

professional career, she has serious problems 
with sexual and financial impulsivity and at 
her job. She has a strong family history of 
mood disorder. And she describes episodes of 
depression and mania in the past.

Starts in young adulthood,  
strong heritability
Bipolar disorder can be a devastating condi-
tion with lifelong consequences,14–20 especially 
as it typically starts when patients are getting 
an education or embarking on a career. It usu-
ally first manifests in the late teenage years 
and progresses in the patient’s early 20s.21,22 
The first hospitalization can occur soon there-
after.23,24

 Bipolar disorder is one of the most herita-
ble conditions in psychiatry, and about 13% of 
children who have an afflicted parent develop 
it.25 In identical twins, the concordance is 
about 50% to 75%, indicating the importance 
of genetics and environmental factors.26,27 

Associated with migraine, other conditions
The disorder is associated with a variety of 
conditions (Table 1).28,29 Some conditions 
(eg, thyroid disease) can cause mood cycling, 
and some (eg, sexually transmitted infec-
tions, accidents) are the consequences of the 
lifestyle that may accompany mania. For un-
known reasons, migraine is highly associated 
with bipolar disorder. 

 ■ DEPRESSION AND MANIA:  
TWO SIDES OF THE SAME COIN 

Symptoms of depression and mania are fre-
quently viewed as opposite mood states, 
though many times patients report a mixture 
of them.17,30–35 For both states, the features of 
a distinct change from the patient’s normal 
condition and the sustained nature of the 
symptoms are important diagnostically and 
indicate a likely underlying biological cause.

Major depressive disorder: Slowing down
The American Psychiatric Association’s Di-
agnostic and Statistical Manual of Mental Dis-
orders, Fifth Edition (DSM-5),8 defines major 
depressive disorder as having either depressed 
mood or markedly diminished pleasure in 
most activities for most days during at least 2 
weeks.
 In addition, at least 4 of the following must 
be present during the same period:
• Appetite disturbance
• Sleep disturbance
• Motor retardation or agitation
• Lack of energy
• Feelings of worthlessness or excessive guilt
• Decreased concentration
• Recurrent thoughts of death or suicide.
 An estimated 20% of the population ex-
perience a major depressive episode over their 
lifetime. A surprisingly high proportion of 
people with depression—30% to 40%—also 
have had subthreshold symptoms of mania 
(symptoms not meeting the criteria for hypo-
mania or mania in terms of number of symp-
toms or duration).21,22 Because of these odds, it 
is important to suspect bipolar disorder even 
in patients who present with depression but 
who may not yet have manifested episodes of 
mania or hypomania.
 Mood disorders can be regarded as fall-
ing into a spectrum, ranging from unipolar or 
“pure” major depression without any features 
of hypomania to major depression and severe 
mania.17,31–36

Mania: Speeding up
The DSM-5 defines mania as the presence of 
persistently elevated, expansive, or irritable 
mood with increased activity for more than 1 
week. In addition, at least 3 of the following 
features must be present, with impaired func-

Often,  
patients do not 
recognize mania 
as a problem

TABLE 1

Conditions associated 
with bipolar disorders

Migraine 

Thyroid disease 

Overweight and obesity 

Diabetes 

Cardiovascular disease and hypertension 

Chronic obstructive pulmonary disease

Human immunodeficiency virus infection, hepatitis 
C virus infection, sexually transmitted disease, 
disease related to drug abuse 

Accident, injury
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tioning (4 features are required if mood is only 
irritable)8:
• Inflated self-esteem or grandiosity
• Decreased need for sleep
• Pressured speech
• Racing thoughts
• Distractibility
• Excessive involvement in pleasurable, 

high-risk activities.

Hypomania: No functional impairment
Hypomania is a less severe condition, in 
which the abnormally elevated mood is of 
shorter duration (4–7 days) and meets the 
other criteria for mania but without signifi-
cant functional impairment. People may, in 
fact, be very functional and productive during 
hypomanic episodes.8

 ■ CLASSIFYING BIPOLAR DISORDER

Bipolar disorder is categorized according to 
severity.24,37,38 The most severe form, bipolar 
I disorder, is marked by major depression and 
manic episodes. It affects up to 1.5% of the 
US population, with equal proportions of men 
and women.39 Bipolar II disorder is less severe. 
It affects 0.8% to 1.6% of the US population, 
predominantly women.21,40 In bipolar II disor-
der, depression is more prominent, with epi-
sodes of hypomania.
 Subthreshold bipolar disorders are charac-
terized by episodic symptoms that do not meet 
the threshold for depression or hypomania; 
the symptoms are fewer or of shorter duration. 
These minor types of bipolar disorder affect up 
to 6% of the US population.17

 Other conditions within the spectrum of 
bipolar and depressive disorders include medi-
cation- and substance-induced mania, agitated 
or anxious depression, and mixed states.31,34–36

 ■ DISTINGUISHING UNIPOLAR  
FROM BIPOLAR DEPRESSION

Considerable research has focused on finding 
a clear-cut clinical or biological feature to dif-
ferentiate unipolar from bipolar depression, 
but so far none has been discovered. Distin-
guishing the two conditions still depends on 
clinical judgment. There are important rea-
sons to identify the distinction between uni-
polar depression and bipolar disorder.

 Prognosis differs. Bipolar disorder tends 
to be a more severe condition. Young people, 
who may initially present with only mild 
symptoms of mania, may develop serious epi-
sodes over the years. People may lose their 
savings, their marriage, and their career dur-
ing a manic episode. The more critical the 
occupation (eg, doctor, pilot), the greater the 
potential consequences of impaired judgment 
brought on by even mild hypomania.14–20

 Treatment differs. Typical antidepressants 
given for depression can trigger a manic epi-
sode in patients with bipolar depression, with 
devastating consequences. Atypical neurolep-
tic drugs used to treat bipolar disorder can also 
have serious effects (eg, metabolic and neu-
rologic effects, including irreversible tardive 
dyskinesia).3,13,40–43

 Despite the good reasons to do so, many 
doctors (including some psychiatrists) do not 
ask their patients about a propensity to mania 
or hypomania.4–6 More stigma is attached to 
the diagnosis of bipolar disorder than to de-
pression44–47; once it is in the medical record, 
the patient may have problems with employ-
ment and obtaining medical insurance.17,44 
The old term “manic-depressive” is often asso-
ciated in the public mind with a person on the 
streets displaying severely psychotic behavior; 
the condition is now understood to consist of 
a spectrum from mild to more severe illness.

Clinical indicators of bipolarity
There are many indicators that a person who 
presents with depression may be on the bipo-
lar spectrum, but this is not always easily iden-
tified.48–53

 History of hypomanic symptoms or sub-
threshold manic symptoms. Although di-
rectly asking the patient about the defining 
symptoms (eg, “Have you ever had episodes of 
being ‘hyper’ or too happy?”) may help elicit 
the diagnosis, many patients with bipolar dis-
order only report depression, as it is psychical-
ly painful. In contrast, hypomania and even 
mania can be perceived as positive, as patients 
may have less insight into the abnormality of 
the condition and feel that they are function-
ing extremely well.
 Early age of onset of a mood disorder, 
such as severe depression in childhood or early 
adulthood, points toward bipolar disorder. Di-

She regrets 
sexual 
and financial 
impulsivity
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agnosing mood disorders in childhood is dif-
ficult, as children are less able to recognize or 
verbalize many of their symptoms.
 Postpartum mood disorder, particularly 
with psychotic symptoms, indicates a strong 
possibility of a diagnosis of bipolar disorder. 
 Drug-induced mania, hypomania, and pe-
riods of hyperactivity are key features of bipo-
lar disorder. If asked, patients may report feel-
ing a “buzz” when taking an antidepressant.
 Erratic patterns in work and relationships 
are a red flag and are viewed as “soft signs” of 
bipolar depression. Akiskal54 described the 
“rule of three” that should make one consid-
er bipolar disorder: for example, three failed 
marriages, three current jobs or frequent job 
changes, three distinct professions practiced 
at the same time, and simultaneously dating 
three people. Such features indicate both the 
hyperfunctioning and the disruptive aspects of 
mania.
 Family history of bipolar disorder or se-
vere psychiatric illness is a very important 
clue. A more subtle clue described by Akis-
kal54 may be that several members of the family 
are very high-functioning in several different 
fields: eg, one may be a highly accomplished 
doctor, another a famous lawyer, and another 
a prominent politician. Or several members of 
the family may have erratic patterns of work 
and relationships. However, these subtle clues 
have been derived from clinical experiences 

and have not been validated in large-scale 
studies. 

 ■ CASE 2: THE FRIENDLY SURGEON

Dr. Z is a prominent surgical subspecialist who 
is part of a small group practice. His wife has 
become increasingly worried about his behavior 
changes at home, including sleeping only a few 
hours a night, spending sprees, and binge drink-
ing. He reluctantly agrees to an outpatient psychi-
atric evaluation if she attends with him. He cre-
ates a disturbance in the waiting room by shaking 
everyone’s hands and trying to hug all the women. 
During his examination, he is loud and expan-
sive, denying he has any problems and describing 
himself as “the greatest doctor in the world.” The 
psychiatrist recommends hospitalization, but Dr. 
Z refuses and becomes belligerent. He announces 
that he just needs a career change and that he will 
fly to Mexico to open a bar.

This case, from the Texas Medical Association 
Archives,55 is not unusual. In addition to many 
characteristics discussed above, this case is 
typical in that the spouse brought the patient 
in, reflecting that the patient lacked insight 
that his behavior was abnormal. The disinhi-
bition (hugging women), grandiosity, and un-
realistic plans are also typical.

 ■ DIFFERENTIAL DIAGNOSIS  
OF BIPOLAR DEPRESSION

Other conditions can resemble bipolar disor-
der.56,57 For example, attention deficit disorder 
is also associated with distractibility, speaking 
too fast, and hyperactivity, but it is constant 
rather than episodic. Impulse control disor-
ders (eg, excessive gambling, hypersexuality) 
are not usually associated with euphoria or 
other manic symptoms. Substance abuse dis-
order, such as episodic use of cocaine, may re-
semble manic episodes. Prescription drugs can 
also trigger mania (Table 2).58

 Anxiety disorders may be associated with 
dissociative speech or racing thoughts, which 
can be confused with bipolar illness. Person-
ality disorders (eg, borderline, narcissistic, 
sociopathic) can involve a tumultuous and 
impulsive lifestyle resembling episodes of de-
pression and mania. Schizoaffective illness has 
features of schizophrenia and bipolar disorder.

About 40% 
of patients 
with depression 
have had manic 
symptoms

TABLE 2

Medications that can induce 
manic symptoms

Antidepressants

Stimulants

Steroids

Antiparkinsonian or dopaminergic drugs: 
carbidopa, levodopa, pramipexole

Levothyroxine

Cyclosporine

Antibiotics: ciprofloxacin, gentamicin

Chloroquine

Cancer drugs: fluorouracil, ifosfamide
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 It is also possible that, despite what may 
look like mild features of bipolar disorder, 
there is no psychiatric condition. Some people 
with mild mania—often successful profession-
als or politicians—have high energy and can 
function very well with only a few hours of 
sleep. Similarly, depressive symptoms for short 
periods of time can be adaptive, such as in the 
face of a serious setback when extreme reflec-
tion and a period of inactivity can be useful, 
leading to subsequent reorganization.
 A psychiatric diagnosis is usually made 
only when there is an abnormality, ie, the 
behavior is beyond normal limits, the person 
cannot control his or her symptoms, or social 
or occupational functioning is impaired.

 ■ SCREENING INSTRUMENTS

A few tools help determine the likelihood of 
bipolar disorder. 
 The Patient Health Questionnaire 
(PHQ-9)59,60 is a good 9-item screening tool 
for depression.
 The Mood Disorder Questionnaire60 is 
specific for bipolar disorder, and like the PHQ-
9, it is a patient-reported, short questionnaire 
that is available free online. The Mood Disor-
der Questionnaire asks about the symptoms of 
mania in a yes-no format. The result is posi-
tive if all of the following are present:
• A “yes” response to 7 of the 13 features
• Several features occur simultaneously
• The features are a moderate or serious 
problem.
 Unlike most screening instruments, the 
Mood Disorder Questionnaire is more specific 
than sensitive. It is 93% specific for bipolar 
disorder in patients treated for depression in 
a primary care setting, but only 58% sensi-
tive.61–63

 ■ WHEN TO REFER TO PSYCHIATRY

Patients suspected of having bipolar disorder 
or who have been previously diagnosed with it 
should be referred to a psychiatrist if they have 
certain features, including:
• Bipolar I disorder
• Psychotic symptoms
• Suicide risk or in danger of harming others
• Significantly impaired functioning
• Unclear diagnosis.

 ■ CASE 3: A TELEVISION ANCHOR’S DREAM 
TURNS TO NIGHTMARE

According to a famous news anchor’s autobiogra-
phy,64 the steroids prescribed for her hives “revved 
her up.” The next course left her depressed. Anti-
depressant medications propelled her into a manic 
state, and she was soon planning a book, a televi-
sion show, and a magazine all at once. During 
that time, she bought a cottage online. Her shy-
ness evaporated at parties. “I was suddenly the 
equal of my high-energy friends who move fast 
and talk fast and loud,” she wrote. “I told every-
one that I could understand why men felt like they 
could run the world, because I felt like that. This 
was a new me, and I liked her!”64 She was soon 
diagnosed with bipolar disorder and admitted to a 
psychiatric clinic.

 ■ TREAT WITH ANTIDEPRESSANTS,  
MOOD STABILIZERS

In general, acute bipolar disorder should be 
treated with a combination of an antidepres-
sant and a mood stabilizer, and possibly an 
antipsychotic drug. An antidepressant should 
not be used alone, particularly with patients 
with a diagnosis of bipolar I disorder, because 
of the risk of triggering mania or the risk of 
faster cycling between mania and depres-
sion.13

 Mood stabilizers include lithium, la-
motrigine, and valproate. Each can prevent 
episodes of depression and mania. Lithium, 
which has been used as a mood stabilizer for 
60 years, is specific for bipolar disorder, and it 
remains the best mood stabilizer treatment.
 Antidepressants. The first-line antide-
pressant medication is bupropion, which is 
thought to be less likely to precipitate a manic 
episode,65 though all antidepressants have 
been associated with this side effect in pa-
tients with bipolar disorder. Other antidepres-
sants—for example, selective serotonin reup-
take inhibitors such as fluoxetine and dual 
reuptake inhibitors such as venlafaxine and 
duloxetine—can also be used. The precipi-
tation of mania and possible increased mood 
cycling was first described with tricylic antide-
pressants, so drugs of this class should be used 
with caution. 
 Neuroleptic drugs such as aripiprazole, 
quetiapine, and lurasidone may be the easiest 

Even mild 
hypomania can 
have critical 
consequences

 on August 19, 2025. For personal use only. All other uses require permission.www.ccjm.orgDownloaded from 

http://www.ccjm.org/


606 CLEVELAND CLINIC JOURNAL OF MEDICINE  VOLUME 85  • NUMBER 8  AUGUST 2018

BIPOLAR DISORDER

Atypical 
neuroleptics 
can cause  
irreversible 
tardive 
dyskinesia

drugs to use, as they have antidepressant ef-
fects and can also prevent the occurrence of 
mania. These medications are frequently clas-
sified as mood stabilizers. However, they may 
not have true mood stabilizing properties such 
as that of lithium. Importantly, their use tends 
to entail significant metabolic problems and 
can lead to hyperlipidemia and diabetes. In 
addition, Parkinson disease-like symptoms— 
and in some cases irreversible involuntary 
movements of the mouth and tongue, as well 
as the body (tardive dyskinesia)—are impor-
tant possible side effects.
 Therefore, neuroleptic drugs should be used 

only with caution as first-line treatment for 
bipolar depression. However, they can be 
used as first-line treatment for psychotic bi-
polar depression in combination with an an-
tidepressant.
 All psychiatric medications have potential 
side effects (Table 3). Newer antidepressants 
and neuroleptics may have fewer side effects 
than older medications but are not more effec-
tive.

Should milder forms of bipolar depression 
be treated?
A dilemma is whether we should treat milder 
forms of bipolar depression, such as bipolar II 
depression, depression with subthreshold hy-
pomania symptoms, or depression in persons 
with a strong family history of bipolar disorder.
 Many doctors are justifiably reluctant to 
prescribe antidepressants for depression be-
cause of the risk of triggering mania. Although 
mood stabilizers such as lithium would coun-
teract possible mania emergence, physicians 
often do not prescribe them because of in-
experience and fear of risks and possible side 
effects. Patients are likewise resistant because 
they feel that use of mood stabilizers is tanta-
mount to being told they are “manic-depres-
sive,” with its associated stigma.
 Overuse of atypical neuroleptics such as 
aripiprazole, quetiapine, and olanzapine has 
led to an awareness of metabolic syndrome 
and tardive dyskinesia, also making doctors 
cautious about using these drugs.

Answer: Yes, but treat with caution
Not treating depression consigns a patient to 
suffer with untreated depression, sometimes 
for years. Outcomes for patients with depres-
sion and bipolar disorder are often poor be-
cause the conditions are not recognized, and 
even when the conditions are recognized, doc-
tors and patients may be reluctant to medicate 
appropriately. Medications should be used as 
needed to treat depression, but with an aware-
ness of the possible side effects and with close 
patient monitoring.
 A truly sustained manic state (unlike the 
brief euphoria brought on by some drugs) is 
not actually so easy to induce. In an unpub-
lished Cleveland Clinic study, we monitored 
peaks of hypomanic symptoms in young pa-
tients (ages 15–30) during antidepressant treat-

TABLE 3

Side effects of treatments  
for bipolar disorder

Lithium 
Cognitive impairment 
Weight gain 
Thyroid effects 
Polydipsia, polyuria 
Tremor 
Renal toxicity

Valproate 
Weight gain 
Alopecia 
Hematologic toxicity 
Cognitive impairment 
Hepatic toxicity 
Pancreatitis

Carbamazepine 
Rash 
Drug interactions 
Hematologic and hepatic toxicity

Antipsychotics 
Weight gain 
Diabetes risk 
Extrapyramidal symptoms

Benzodiazepines 
Abuse potential 
Cognitive impairment 
Sedation

Antidepressants 
Can trigger mania 
Selective serotonin reuptake inhibitors: 
  akathisia (feeling of restlessness) 
Tricyclic antidepressants: anticholinergic effects
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ment without mood stabilizers. About 30% to 
40% of patients had subthreshold manic symp-
toms or a family history of bipolar disorder; 3 
patients out of 51 developed hypomania lead-
ing to a change of diagnosis to bipolar disorder. 
Even in patients who had no risk factors for 
bipolar disorder, 2 out of 53 converted to a bi-
polar diagnosis. So conversion rates in patients 
with subthreshold bipolar disorder seem to be 
low, and the disorder can be identified early by 
monitoring the patient closely. 

 ■ NONPHARMACOLOGIC TREATMENTS  
FOR DEPRESSION

Psychotherapy is indicated for all patients on 
medications for depression, as both pharma-
cologic and nonpharmacologic treatments are 
more effective when combined.66 Other treat-
ments include trans cranial magnetic stimula-
tion, electroconvulsive therapy, light therapy, 
and exercise. Having a consistent daily rou-
tine, particularly regarding the sleep-wake 
schedule, is also helpful, and patients should 
be educated about its importance.  ■
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