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SUMMARY

Introduction: Agitated Depression and Bipolar mixed states combine depressive and manic symptoms, reflecting severe forms of
affective disorders with an increased suicide risk. These states have not been defined with adequate consensus and hence present a
diagnostic and therapeutic challenge. In this study, we argue that both states are part of the bipolar spectrum rather than a distinct

affective syndrome or a mixed anxiety-depression state.

Methods: The current literature has been reviewed and suggestions are made for a unified definition of this entity, which would
be valuable in recognising this dangerous state. We have then studied 17 cases of mixed states identified from a database held by a
UK community mental health team. We have studied the treatments offered and estimated the time these treatments have taken to end

the mixed state and so reduce the risk of suicide.

Results: Not surprisingly, there are no clear recommendations for treatment of these mixed states. We found that The best results
were achieved with a three pronged regimen including increasing/adding mood stabilisers,; and/or increasing/adding antipsychotics;
as well as decreasing antidepressants. Resolution was achieved in two and a half weeks.

Discussion: From this work we have deduced several general principles, which are here reviewed and hence we have been able

to suggest possible treatment strategies.

Conclusion: Because of the close link between affective mixed states and suicidality, it is of great importance that patients be
brought out of the mixed affective state as soon as possible, hence we believe that our findings are of importance in managing these
patients. However we recommend further study on a larger sample in order to confirm our findings.
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INTRODUCTION

Mixed states combine depressive and manic
symptoms and are important due to an increased suicide
risk. These states have not been defined with adequate
consensus and hence present a diagnostic and
therapeutic challenge. Different terms, including ‘Mixed
affective state’, ‘Dysphoric mania’, ‘Mixed Bipolar
Depression’ and ‘Agitated Depression’ have been used.
This reflects the fact that different proportions of manic
and depressive symptoms may co-exist, so that three
different phenotypes can be described; Mixed affective
episodes (when the proportion of manic and depressive
symptoms is equal), Dysphoric mania (when manic
symptoms are dominant), and Mixed (bipolar) depress-
sion (when depressive symptoms are the dominant
symptoms). This is possible because both mania and
depression are active processes that can occur both
successively and simultaneously (Rihmer & Gonda
2006, Agius 2007). It also reflects the fact that Agitated
depression can be reformulated as an affective mixed
state (Akiskal et al. 2005). For instance, (Akiskal et al.
2005) showed that a significant percentage (19.7%) of
patients diagnosed with Unipolar depression (n=254)
experience ‘agitated depression’. There was a strong
clustering of ‘non-euphoric hypomanic’ symptoms in

those 19.7%, which indicates a Bipolar spectrum link.
In fact, Tavormina et al. showed that 28% of bipolar
patients had agitated depression (n=300) (Tavormina &
Agius 2007). It is logical to classify these states as part
of the bipolar affective spectrum disorder. Indeed, these
mixed states can be conceptualised as transition states
between manic and depressive episodes. Further
evidence that agitated depression is in fact a n affective
mixed state is also provided by a study by Ma;j et al.
They found that Patients with agitated major depression
were more likely to receive antipsychotics during their
index episode and spent a higher proportion of time in
an affective episode compared with patients with
nonagitated major depression. There was an association
between a family history of bipolar I disorder, more
frequent suicidal thoughts during the episode of
depression, a longer duration of the episode of
depression, and a higher affective morbidity and the
presence of two manic or hypomanic symptoms during
the depressive episode (Maj 2006). Hence it was
concluded that the subgroup of patients with at least 2
manic or hypomanic symptoms may be suffering from a
mixed affective state and hence were part of the bipolar
spectrum (Maj 2006).

“Bipolar spectrum” first appeared in the psychiatric
literature in a 1977 paper on a prospective follow-up of
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cyclothymic individuals (Akiskal et al. 1977). Akiskal
et al. conceptualised Unipolar and Bipolar Mixed states
as ‘Depressive Mixed State’ and a part of the Bipolar
Affective Spectrum (Akiskal et al. 2005).

Mixed states represent disturbances in mood and a
combination of manic and depressive symptoms.
Rhimer et al. described three entities which he modelled
as two different outputs from two distinct ‘mood
generators’ (Rihmer & Gonda 2006). Thus, they
describe three phenotypes of mixed states (according to
Rihmer & Gonda 2006). These are; 1. Mixed affective
episode (full mania and full major depression
simultaneously according to DSM-IV), 2. Dysphoric
mania (full mania according to DSM-IV and few
depressive symptoms not reaching the threshold of
major depression) and 3. mixed depression (DSM-IV
major depressive episode + a few hypomanic symptoms
not reaching the level of hypomania/mania), (question
8).

Mixed states are not uncommon in patients with
bipolar disorder. A study by Bauer showed that
clinically important depressive symptoms occurred in
94.1% of patients with (hypo)mania, while 70.1% of
patients who were in a depressive episode had clinically
significant manic symptoms (Bauer 2005). In another
study, Goldberg showed that two-thirds of subjects with
bipolar depressed episodes also had concomitant manic
symptoms. The most frequent symptoms were
distractibility, flight of ideas or racing thoughts, and
psychomotor agitation. Goldberg showed that patients
with any mixed features were significantly more likely
to have early age at illness onset, rapid cycling in the
past year, to be of the bipolar I subtype, to have a
history of suicide attempts, and to have more days in the
preceding year with irritability or mood -elevation
(Goldberg 2009).

Mixed states have grave importance clinically
because patients have high suicide risk as shown by
several studies (Balazs et al. 2006). Valtonen in a study
of suicide attempts in different phases of Bipolar
disorder (Valtonen 2008) found that compared to the
other phases of the illness, the incidence of suicide
attempts was 37-fold higher during combined mixed
and depressive mixed states, and 18-fold higher (95%
CI: 6.5-50.8) during major depressive phases. Thus, the
incidence of suicide attempts varies remarkably between
the different illness phases, and mixed and depressive
phases are the phases in which there is the highest risk.
Therefore, time spent in these high-risk illness phases
appears to be the major determinant of overall risk for
suicide attempts among BD patients. Hence , clinically,
management of mixed and depressive phases appears to
be may be crucial in reducing suicide risk in bipolar
patients (Valtonen 2008).

Balazs et al. (2006) showed that psychomotor agita-
tion and irritability are strong predictors of increased
suicidality (Balazs et al. 2006).

There is scant literature about how to treat mixed
states. There are a few principles that emerge from the
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literature. There is a need to discontinue antidepressants
(Thuile et al. 2005). Among mood stabilisers, Dival-
proate has been more efficacious (Thuile et al. 2005).

There is little evidence on the use of adjuncts: not
much evidence of use.

METHODS

The study included a case series of 17 patients from
an anonymised Bedford Community Mental Health
Team database. These patients were selected retrospect-
tively from clinic letters dictated by Consultant Psychia-
trists with symptoms of low mood with agitation/
irritability, high mood with agitation/irritability or a
cycling mood with agitation/irritability. Risk assessment
of patients was also examined, as well as the
involvement of a Care Co-ordinator.

Treatment response was followed up from clinic
letters. Changes to medication doses or additions of
other drugs were recorded. The primary end-point
considered was the duration to resolution of the mixed
state.

Thus, this study is an audit of ordinary practice in a
single community mental health team in Bedford,
England, which deals with patients of ‘working age’,
that is of an age range between 17 and 70, as is usual in
English CMHTs. It was a study of ‘ordinary practice’,
rather than a trial, and it needs to be understood that the
concept of ‘mixed affective states’ had only relatively
recently been introduced into the team, by a doctor with
a special interest in Bipolar Disorder. Because this was
a study of ‘ordinary practice’, no rating scales were used
to identify patients who were suicidal, but patients were
routinely risk assessed for suicidality during each out-
patient appointment interview, as is usually the case in
English CMHTs. As is a legal requirement in the UK
national health service, all diagnoses are recorded
according to ICD 10. Since this was an audit of routine
practice, resolution of the mixed state was determined
by clinical interview, by the patients reporting that the
symptoms which had led to the diagnosis of the mixed
affective state had resolved.

RESULTS

Although patients ranging in age between 17 and 70
could have entered the study, in practice the age range
was between 24 years and 60 years. There were 8 men
and 9 women. One patient was not included in the
analysis because we had incomplete data.

The main results of our study were shown in table 1.
One patient was not included in the analysis because not
all the data was available. Reductions in antidepressants
were carried out on the basis of present NICE guidelines
that patients with bipolar should not be on anti-
depressants unless they were depressed, in order to
avoid the occurance of Mixed states or rapid cycling, so
there was no fixed percentage reduction, but the aim
was to stop anti-depressants all together when
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appropriate. Sometimed this could not be achieved
except in stages. Equally, the intention was to increase
anti-psychotics and mood stabilisers within the licensed
dosages. All of the patients had a previous history of
suicidal ideation or actual suicide attempts or self harm
attempts recorded in the notes, however in none of the
cases had this previous history been directly attributed
to ‘mixed affective states’. Out of 17 patients, the
following diagnoses were present: 16 had Bipolar
Affective Disorder, of which 7 were Type 1 and 9 were
Type II. Of the 9 Type II Bipolar patients, 2 of them
also had a diagnosis of Borderline Personality Disorder.
The remaining patient out of the 17 had Depression and
Borderline Personality Disorder.

From our case series, the following characteristics of
mixed states were seen:

Table 1. Definition of a mixed state from the case series
Mood Disturbance AND  One or more of the following

Low Anxiety

High Agitation

Labile Irritability
Aggressiveness

Emotional lability

Suicidal ideation was seen in 10/17 of these patients
experiencing a mixed state (59%). In a subset of 6

patients who were agitated, 5 were suicidal (83%).
There were no completed suicides.

Treatment Options

Figure 1 shows the changes to medication and the
subsequent duration of resolution of the mixed state. All
patients eventually recovered but with variable time
courses. The changes to the medication such as adding
an atypical were gradually reversed after recovery.

Table 2. Treatment response

Change to Duration to
medication resolution
A 5
B 7.2
Monotherapy C 5
D 8
E 10
A+D 5
Dual therapy B+D 4
A+B/C 8.5
Triple therapy A+B+D 2.5
Legend:
Increasing/adding mood stabilisers A
Increasing/adding atypical antipsychotics B
Increasing/adding typical antipsychotics C
Decreasing antidepressants D
Increasing/Maintaining antidepressants E
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€
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Figure 1. Management algorithm of mixed states

DISCUSSION

The following limitations were taken into account
when drawing conclusions from the case series. The
number of patients included in this study is relatively
small and so it serves as a pilot for further research into

treating mixed states. Most patients in our study were
followed up weekly, however there were a few patients
who were seen after longer periods. It is important to
follow up patients experiencing mixed states weekly
because the variability in mood could lead to risky
behaviour, especially suicide.
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The presence of such a mixed state in a patient
demonstrates that they are suffering from bipolar
affective disorder. Therefore it is important that in all
patients with an affective mixed state, a longitudinal
history is taken in order to screen for hypomania and
manic episodes.

Although the study was small, it showed that
agitation is a strong predictor of suicide risk given that 5
patients in a subset of 6 agitated patients were suicidal.
This is in concordance with larger studies.

In terms of treatment, decreasing anti-depressants is
crucial in resolving mixed states. In one case, anti-
depressants were increased in dose, which produced the
worst result with a prolonged period of resolution (10
weeks). Dual therapy such as decreasing antidepressants
and Increasing/adding mood stabilisers resulted in an
average period of resolution of five weeks. Slightly
better results were achieved by decreasing antidepres-
sants and increasing/adding atypical antipsychotics;
giving a duration of four weeks. However, if
antidepressants are not decreased, it takes longer for
resolution (8.5 weeks) from increasing/adding atypical
antipsychotics and mood stabilisers.

The best results were achieved with a three pronged
regimen including increasing/adding mood stabilisers;
and/or increasing/adding antipsychotics; as well as
decreasing antidepressants. Resolution was achieved in
two and a half weeks.

The ensuing algorithm summaries our findings and
recommendations on treatment of mixed states:

CONCLUSION

Because of the close link between affective mixed
states and suicidality, it is of great importance that
patients be brought out of the mixed affective state as
soon as possible, hence we believe that our findings are
of importance in managing these patients. However we
recommend further study on a larger sample in order to
confirm our findings.
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