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Abstract

The case is made for the importance of diagnosing unipolar depression and bipolar disorder 
as two separate conditions. Differences in the natural history and course of the disorders, their 
symptomatology and response to treatment are described. The correct diagnosis and treatment of 
these conditions is of great importance in determining outcome.
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Bipolar disorder was previously known as manic-depressive disorder. The term “bipolar affective 
disorder” was used for the first time in DSM III in 1980. Bipolar disorder is characterised by alternating 
episodes of mania and depression or mixed episodes (which include both manic and depressive 
symptoms in the same episode). Mania and depression thus represent the two opposite poles 
of affective malfunction. Recurrent unipolar depression [F33 in ICD 10], on the other hand, is 
characterised by episodes of depression followed by a return to the euthymic state; the manic pole of 
affective malfunction is not represented at all. 

It is important to recognise that bipolar disorder and unipolar depression are separate conditions. 
There are different psycho-biological contributors, including different aetiological factors; there 
are also different hypotheses with regard to their origin. In addition, there is a difference in their 
heritability (bipolar 80% and unipolar depression 46%) (1, 2), age of onset, and typical presentation. 
Overall, bipolar depression causes much more morbidity than unipolar depression, including marked 
functional impairment and social and economic loss (3). Bipolar disorder tends to be more severe, 
enduring and complex than unipolar depression; it is different in its nature, course and prognosis 
(4). The depressive phase of bipolar disorder was previously thought to be similar to unipolar 
depressive disorder. However, over time, evidence has shown that there are notable differences in 
the characteristics of the depressive phase of bipolar disorder and unipolar depression (as will be 
discussed below). It is therefore important to recognise that even the depressive illness of bipolar 
disorder is a distinct entity, which is now frequently referred to as ‘bipolar depression’. 

Moreover, in a study of excess mortality in bipolar and unipolar disorders in Sweden, Osby et al. (4) 
reported that bipolar disorder raises the suicide risk 20 fold compared with the general population. 
Goodwin and Jamieson (5) stated that the lifetime bipolar suicide rate is around 19% (5). Suicide 
usually occurs in the depressive phase of the illness (6).

With so many variables playing significant roles and contributing to the depressive symptoms in these 
two disorders it is likely that the treatment of acute depression in these two different disorders will 
also be different, as discussed below. 

Unipolar depression is well-recognised. However, it is unusual to diagnose a patient with unipolar 
mania (7). A patient presenting with mania will usually be diagnosed as having bipolar disorder since 
it is usually possible to demonstrate previous depressive episodes. Unipolar mania has, however, been 
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reported. Solomon et al. (8) described 7 patients with a diagnosis of bipolar disorder who had not had 
an episode of depression in the previous 20 years (8). Yazici et al., who defined unipolar mania as 4 
episodes of mania with a depression-free follow-up period of 4 years, found an incidence of 16.3% in 
their study (7).

One factor that hinders straightforward diagnosis is the fact that patients might be able to cope with 
hypomanic or mild manic phases or, indeed, might not mind experiencing these periods of elevated 
mood, but tend to seek expert help in the depressive phases (9). The fact that patients do not present 
with mild mania and that the depressive episodes usually last longer than the hypomanic ones 
may lead clinicians to assume that the patient has unipolar depression.  In order to ensure a correct 
diagnosis, specific enquiry needs to be made about mild manic/hypomanic episodes in the assessment 
of the patient. It is, therefore, important to look for clues that might indicate that a patient has bipolar 
disorder rather than unipolar depression. There are no investigations that will differentiate bipolar 
depression from unipolar depression, nor are there any clear-cut clinical features that can distinguish 
between them in a patient who has had only depressive episodes. However, there are certain features 
that may assist the clinician in making the correct diagnosis. Depression, especially of mixed type or 
atypical type, should raise the suspicion of bipolar disorder. An early onset and atypical presentation 
of depression is linked with Bipolar II disorder (10). Bipolar depressive episodes are more frequently 
associated with hypersomnia (10), increased appetite (10), diurnal variation of mood and occurrence of 
psychosis (11). Overall, the duration of bipolar depressive episodes is significantly shorter than unipolar 
depressive episodes (12). Bipolarity is also suggested by failure of multiple antidepressants in the 
past, occurrence of frequent episodes of depression and sudden relapse, preceded by an initial quick 
response to an antidepressant (13). The MDQ (Mood Disorder Questionnaire) has a high specificity of 
around 90% and a reasonable sensitivity of around 70% in diagnosing bipolar affective disorder (14). 
Perlis et al. (15) have pointed out that there are additional subtle differences, such as fear in bipolar 
depression compared to sadness in unipolar depression. Irritability, distractibility, and racing thoughts 
are commonly seen in bipolar II depression (16).

Akiskal (11) has stated that psychotic features, psychomotor retardation, abrupt onset or offset of 
depression, reversal of neurovegetative symptoms, tempestuosity, impulsivity, a family history of 
bipolar disorder or completed suicide, as well as clinical worsening of symptoms, possibly due to 
treating a mixed affective episode with antidepressants leading to emergence of symptoms, such as 
increased sexual drive and worsening insomnia, are all important clues to the identification of bipolar 
depression (11).

The diagnosis of a patient with unipolar depression may also need to be reassessed after the patient 
receives antidepressant therapy. The description of bipolar disorder III, which is mania precipitated by 
the administration of antidepressant medication in a person who was previously diagnosed as having 
unipolar depression (17), illustrates how the diagnosis may need to be changed during the course of 
the disorder. This change of diagnosis has implications both for treatment and prognosis.

In order to diagnose bipolar disorder correctly it is important to understand the typical course of the 
condition. Perugi et al., in a systemic retrospective study of 320 patients with bipolar I disorder, found 
that this usually started with acute depression (18). The acute depressive episode may be followed 
by another episode of depression or by mania. Acute bipolar depressive episodes can last for variable 
periods. They are usually shorter but more severe and aggressive compared with unipolar depressive 
episodes, consequently leading to greater functional and psychosocial impairment.  Bowden (19) 
confirmed that bipolar disorder usually starts with depressive episodes early in life and patients usually 
spend most of their illness time in the depressive phase. This is especially so in bipolar I disorder (20). 
However, the course of disorder can be more complicated than this, such as in rapid cycling bipolar. 
Rapid cycling is the occurrence of at least 4 major mood episodes (depressive, manic, hypomanic, 
or mixed) during the previous year in a patient with a diagnosis of bipolar I or bipolar II disorder. 
Rapid cycling was included in the Diagnostic and Statistical Manual of Mental Disorders IV (DSM-
IV) in 1994 after a meta-analysis by Bauer and colleagues (21) and is still surrounded by controversy 
as to whether it represents a temporary or permanent change in course. It carries a higher risk of 
functional impairment, severe depression and treatment resistance; it is associated with an overall 
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poorer prognosis compared with non-rapid-cycling bipolar disorder (22). Analysis of the STEP-BD 
trial suggested rapid cycling might be a temporary phase in the course of bipolar illness and that 
antidepressant use could worsen the cycling (23). 

Altshuler et al. (24), reported that, compared with unipolar depression, the depressive illness of 
bipolar disorder does not resolve fully and there are often subclinical and subsyndromal symptoms 
of depression (24) present that do not respond to antidepressants, signifying that there is a relative 
resistance to antidepressants in bipolar disorder. Furthermore, when in partial remission, patients can 
continue to have ongoing chronic subclinical symptomatology of depression, which is enough to 
cause functional impairment, increasing the risk of relapse to a full-blown depression (25).

Unfortunately, many patients still receive an incorrect diagnosis. Hirschfeld et al. (26), reporting the 
results of the national depressive and manic-depressive association survey, stated that 69% of patients 
with bipolar disorder are misdiagnosed primarily as major depressive disorder and for more than 
one third of patients there was a delay of around 10 years before they were eventually diagnosed as 
having bipolar disorder. The patients in this category, who were misdiagnosed as having depression 
and were treated with ineffective antidepressants, tended to follow an unfavourable course (30). This 
is important to note because the use of antidepressants in bipolar disorder has been discredited (27). 
Until recently it was assumed that the treatment for the acute depressive episode of both unipolar 
and bipolar depression was antidepressant medication.  The evidence showing that antidepressant 
medication can change the course, nature, severity and prognosis of bipolar affective disorder has 
been presented in a separate paper in this volume (see paper entitled “The Place of Antidepressant 
Medication in the Treatment of Bipolar Affective Disorder”). In summary, the judicious use of 
antidepressant medication during the depressive phase only, and always in combination with mood 
stabilisers, is recommended by the NICE Guidelines, although several studies have now recommended 
mood stabilisers as the mainstay of treatment of bipolar depression. Certain mood stabilisers such 
as quetiapine and lamotrigine have been shown to be specifically effective in bipolar depression. 
Muzina et al. (27) have suggested that giving antidepressants to a patient with bipolar disorder can 
be detrimental since bipolar type II patients usually respond favourably to lithium if they have not 
previously been exposed to antidepressants. In addition, discontinuation of antidepressants can 
enhance lithium response (28). 

It is important that the distinction between unipolar and bipolar depression be made appropriately 
since, if we consider a broader definition of bipolar disorder, the research suggests that up to 50% 
of recurrent major depression (especially the subgroups with atypical presentation, early onset and 
non-response to antidepressant medication), might actually fall into the bipolar group (30). This has 
important implications for the treatment and prognosis of the patient.

GP Comment

What have I learned from this paper?

This paper explains that unipolar and bipolar depression are distinct conditions. The authors detail 
aspects of the history that help to identify bipolar depression, including alternating episodes of mania 
and depression, atypical depression (e.g. hypersomnia, increased appetite, psychosis), a strong family 
history, early age of onset, profound morbidity and functional impairment. It is important that this 
distinction between unipolar and bipolar depression is made as it has important implications for 
treatment and prognosis.

Dr Jenny Hopwood, GP Trainee.
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