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for knowledge about this particularly severe expression of 
bipolar disorder. These results should be confirmed in a larg-
er sample of patients with varying socioeconomic status. 

 © 2015 S. Karger AG, Basel 

 Introduction 

 Kraepelin  [1]  was the first to describe mixed states as 
‘states that do not exactly correspond either to manic ex-
citement or to depression, but represent a mixture of mor-
bid symptoms of both forms of manic-depressive insani-
ty’. Kraepelin described the following six variants of mixed 
states: depression with flight of ideas, excited depression, 
depressive-anxious mania, inhibited mania, unproductive 
mania, and manic stupor. Mixed states are, in other words, 
clinical states in which symptoms of depression and mania 
combine and are characterized by the simultaneous pres-
ence of both depressive and manic symptoms  [2] . Preva-
lence estimation for DSM-IV-TR and/or ICD-10 mixed 
episodes is approximately 20% of bipolar mood episodes 
but varies according to the diagnostic method  [3–5] .

  Mixed states represent a complex syndrome, and the 
clinical heterogeneity within mixed states confuses the 
clinical presentation of bipolar disorder (BD), with the 
risk of misdiagnoses and maltreatment  [5] . Bipolar pa-
tients with mixed states have been shown to have more 
psychiatric comorbidity, poorer treatment response, in-
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 Abstract 

  Background:  Approximately 20% of patients with bipolar 
disorder experience mixed states. Mixed states are associ-
ated with more comorbidity, poorer treatment response and 
prognosis, increased relapse rate, and decreased function-
ing. This study aimed to produce in-depth knowledge about 
bipolar patients’ quality of life (QoL) and functioning related 
to mixed states.  Sampling and Methods:  This study used 
qualitative research methods. A semi-structured interview 
guide based on a literature study was applied in interviews 
with 6 remitted bipolar I patients having experienced mixed 
states. A medical anthropological approach was applied to 
analyse the data.  Results:  Participants described mixed 
states as worse than other bipolar disorder states and their 
residual symptoms were prolonged. Mixed states affected 
the functioning of patients in key life domains such as self-
esteem, family, love and social life, physical well-being, and 
working capability.  Conclusions:  Mixed states may severely 
affect the QoL and functioning of bipolar patients. Our re-
sults indicate that improving these should be a main goal of 
patient treatment. With an aim of adequately identifying 
and treating mixed states, our findings highlight the need 
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creased relapse rate, decreased functional level, and high-
er risk of suicide  [6–11] . Overall, mixed states are associ-
ated with a poorer prognosis and an aggravated long-
term course of disease.

  Clinical under-diagnosis of mixed states has led to 
changes in the revision of the diagnostic manual DSM-V, 
adding a new specifier ‘with mixed features’ that can be 
applied to bipolar I, bipolar II, BD not elsewhere defined, 
and major depressive disorder  [12] . Changing the criteria 
is also discussed in the upcoming revision of ICD-11 in 
which a set of clear diagnostic criteria and exhaustive sub-
types for mixed affective episodes are suggested  [13, 14] . 
There has been extensive discussion of how many symp-
toms from the opposite pole must be present nearly every 
day during 4 days of hypomanic, 1 week of manic or 
2 weeks of depressive symptoms, respectively  [15] .

  Symptom ratings alone are inadequate to comprehen-
sively measure outcome in BD. Health-related quality of 
life (QoL) may be used as an additional construct  [16, 17] . 
QoL includes the patients’ self-assessed emotional, social 
and physical well-being and ability to function in carrying 
out their ordinary tasks of living. Previous research has 
shown that euthymic BD patients are capable of provid-
ing valid self-assessments of their QoL  [18, 19] . Using 
participatory research methods, a disorder-specific mea-
sure of QoL (QoL.BD) was recently developed  [20–23] . 
Still, no scale exists assessing patient experiences with 
mixed states, specifically. Some studies have demonstrat-
ed the usefulness of in-depth interviews with BD patients 
to increase the understanding of how the disorder is per-
ceived and managed  [24, 25] .

  There is a lack of clinical studies assessing bipolar pa-
tients’ subjective experience with mixed states. The pres-
ent study aimed to produce in-depth knowledge from a 
qualitative examination of remitted bipolar I patients’ ex-
periences with mixed states. Health-related QoL is em-
bedded in sociocultural values and disease perceptions. 
Focusing on the social context of individual disease expe-
riences, medical anthropology may provide novel in-
sights into the QoL of patients suffering from BD. We 
thus examined QoL related to mixed states using an an-
thropological approach.

  Materials and Methods 

 Medical anthropology is a subfield of social anthropology that 
examines health-related issues in their sociocultural context. Many 
contributors to modern medical anthropology had their primary 
training in medicine, psychology or psychiatry such as Robert Levy 
and Arthur Kleinman  [26–28] .

  Patients 
 In-depth individual interviews were carried out with 6 patients 

diagnosed with bipolar I who experienced mixed states. An equal 
number of men and women were included (by M.V.) to examine 
possible gender differences. The patients’ bipolar diagnoses were 
verified according to ICD-10 using the Schedules for Clinical As-
sessment in Neuropsychiatry (SCAN)  [29] . All patients were in-
cluded from The Copenhagen Affective Clinic, Psychiatric Centre 
Copenhagen, Denmark from May to September 2013. The Clinic 
is a specialized outpatient clinic for BD. The psychiatrists follow 
the patients with evidence-based pharmacological treatment and 
regular appointments depending on their clinical status and needs. 
Thus, patients were included by their psychiatrist, who both clini-
cally and through structured interviewing had diagnosed a mixed 
episode. When coming in to the clinic for their regular appoint-
ments, eligible patients received oral and written information 
about the study. Eligible patients acknowledged having experi-
enced mixed states and were considered able and fit to participate 
in an interview by the consulting psychiatrist. At the time of the 
interviews, the patients were in remission. The participants’ ano-
nymity was safeguarded throughout. All gave their informed con-
sent, with the possibility of opting out at any time, and the study 
did not require Danish ethics committee approval.

  Qualitative Interviews 
 A literature study was carried out regarding patients’ percep-

tions of BD and mixed states. MEDLINE, Embase and PsycINFO 
were searched using the key words ‘bipolar’/‘bipolar I disorder’/ 
‘manic depressive’, or ‘mixed features’/‘mixed episodes’/‘mixed 
state’/‘mixed affective episodes’ in combination with ‘quality of life’, 
‘perception’, and ‘patient experience’, yielding a total of 2,147 stud-
ies published within a 10-year span. Limiting the literature study to 
publications from 2010 to 2013, and focusing on relevant articles 
about QoL in adults, the number was reduced to 138 studies. The 
literature study formed the basis of the design of a semi-structured 
interview guide beginning with questions on the participants’ nam-
ing of their disease, their disease history, reaction to the BD diagno-
sis and perceived causes of disease. The participants then described 
their current state, typical disease fluctuations and experiences with 
treatment. Questions went on to focus on the participants’ experi-
ences with mixed states and their impact on QoL and functioning. 
The interviews were carried out in Danish by G.L.M., a trained qual-
itative interviewer. A standard iterative process was applied in 
which the interview guide was gradually modified (online suppl. 
file; www.karger.com/doi/ 10.1159/000381479).

  Data Analysis 
 The interviews were transcribed verbatim and analysed using a 

discourse theoretical approach  [30] . Following this, the partici-
pants’ statements were seen as an expression as well as an ongoing 
construction of the meaning and personal impact of having BD 
with mixed states. This approach is a means to analyse a variety of 
statements such that clusters of meaning are generated; it involves 
an analysis of the terminology used to speak about the subject and 
the ways in which it is related to other issues. Firstly, the data were 
coded into the topics that were raised during the interviews. Sec-
ondly, the most important themes within each topic were identi-
fied. Finally, the frequency of and connections between topics and 
themes were analysed. This generated a pattern of the relative 
meaning that the different topics and themes had for the partici-
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pants, i.e. the patients’ most significant experiences with mixed 
states. All methodological and analytical steps were discussed 
among the anthropologist authors, including the impact of inter-
viewer/interviewee interaction. Disagreements were solved using 
Spradley’s analytical resolution process of qualitative data  [31] . 
The translation of the results from Danish into English was carried 
out by G.L.M. after the analysis and approved by all authors. The 
final manuscript was copy edited by a native English-speaking 
scholar (see Acknowledgements).

  Results 

 Participant Characteristics 
 As described in  table 1 , 3 of the participants were em-

ployed and/or studying; 1 participant was a disability 
pensioner, and 2 were on sick leave. Their age and conju-
gal status varied. The participants had been diagnosed 
with BD 1–19 years before the interviews. In hindsight, 
all participants said they had experienced subthreshold 
BD symptoms since their teens, with abnormal mood 
fluctuations and depressive and/or hypomanic tenden-
cies; 2 had received treatment for depression. Still, up un-
til the time of diagnosis, the participants had studied, 
worked and had a social and love life, and some had chil-
dren: ‘People knew I was different but even so, I was part 
of society and I could adapt myself’   (34-year-old woman). 
Most explained that their mood episodes had gradually 
become more severe, more concomitant with symptoms 
from the other pole, and remittent periods became short-
er. As a result, the BD diagnosis came as no surprise, al-
though 2 of the participants (male 2 and female 1) still 
needed time to accept it.

  The number of years living with BD had a large impact 
on coping. The participants said they gradually came to 
know their disease, its warning signals and means of 
somewhat coping with symptoms and mood fluctuations. 
The majority had received psycho-education and psycho-
logical counselling. Most had tried several classes of med-
icine such as anti-psychotics, anti-depressants, mood sta-
bilizers, anti-epileptics, and tranquillisers. Some had re-
ceived electro-shock therapy. With the exception of the 
most recently diagnosed participant, all believed they had 
arrived at an optimal individual treatment combination 
at the time of the interviews.

  Participants’ Histories of Mixed States 
 The participants had varying experiences with mixed 

states. For instance, 1 male who was diagnosed 17 years 
before said that his very first episode was mixed. He had 
since felt in a permanent subclinical mixed state and 

found it difficult to distinguish individual states; to him, 
it was mostly a question of pathological degree. Another 
man, diagnosed with BD 5 years previously, started expe-
riencing mixed states a couple of years later, and 1 wom-
an diagnosed 4 years before described the course of her 
disease as increasingly ‘rapid cycling’, with at least 4 mixed 
episodes per year now; 2 had their first experiences with 
severe mixed states within the past year. Finally, 1 had 
been diagnosed with BD for 9 years and had experienced 
mixed states almost from the start, with the latest severe 
episode half a year ago ( table 1 ).

  All participants with recent mixed states were slowly 
remitting at the time of the interview. They described the 
residual symptoms as prolonged and that they still felt 
vulnerable, dumb and sensitive to stress. The woman with 
a rapid cycling course of disease described every mixed 
episode as a setback, never fully allowing inter-episodic 
recovery. All participants said their larger mood fluctua-
tions were currently suppressed by medication with the 
‘top and bottom having been cut off’ (49 year-old wom-
an), but that the threat of a new full-scale episode was im-
minent. If not intervened against rapidly, and sometimes 
even despite this, a new mixed episode might evolve with 
a strength beyond the participants’ control and taking 
several months from which to recover (Appendix: Patient 
Quote 1).

  Experiences with Being in Mixed States 
 All participants said that mixed states were worse than 

any other state. They described mixed states as an intense 
synchronicity of depressed and accelerated thoughts, 
physical unrest (expressed in extensive walking or danc-
ing, for instance) and exhaustion. Mixed states often 
started with insomnia; some would get numerous ideas of 
projects or social gatherings, but with no energy or con-
fidence to carry through. Cognitive difficulties included 
lack of concentration and memory or speech impairment 
and pressure speech. Parents said their mixed states in-
volved feelings of lacking proximity and emotion towards 
others, most painfully their children. Irritability, anger, 
social phobia, and panic attacks were also common. Two 
participants had experienced hallucinations; others men-
tioned over-stimulated senses and an urge to flee or iso-
late themselves. In particular, those living alone neglected 
themselves (stopped eating and bathing) and their homes. 
Most participants had experienced both rapidly shifting 
moods (minute by minute or hour by hour) and coincid-
ing conflicting moods and urges: ‘It tears you apart in ev-
ery direction’ (39-year-old male; Appendix: Patient 
Quotes 2).
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  QoL and Functioning in BD Mixed States 
 The interviews enabled an analytical distinction be-

tween the participants’ symptoms in mixed states (de-
scribed above) and the ways in which mixed states af-
fected their QoL and functioning in everyday life in the 

domains most important to them, namely their sense of 
self (identity), their family, love and social lives, their 
working capability, and their well-being with respect to 
comorbidity and side effects of medication. In practice, 
these domains were intertwined. For instance, a 34-year-

 Table 1.  Participant characteristics

Participants Age at 
interview, 
years

Age at BD 
diagnosis, 
years

Self-reported 
mixed states

Current BD status Medicine Professional 
 status 

 Relationship
status

Male 1 36 29 First mixed state at 
age 19 followed by 
recurrent 
depressions with 
increasingly mixed 
symptoms

Chronic 
subclinical mixed 
state

Lithiumcarbonat 
1,050 mg
Lamotrigene 300 mg
Quetiapine 50–100 mg 
p.n. 
Isocarboxazid 20 mg

Assistant 
p rofessor

Married with 
1 child

Male 2 42 41 Diagnosis after a 
mixed/manic 
 psychosis 1 year 
before the 
interview

Slowly recovering 
from his first 
mixed state 

Quetiapine 100 mg Academician on 
indefinite sick 
leave

Single

Male 3 31 26 Increasingly 
recurrent mixed 
state for the past 
3 years, though 
gradually becoming 
better at seeking 
treatment rapidly 
to halt its 
development

Slowly recovering 
with the top and 
bottom cut off the 
mood fluctuations

Lithiumcarbonat 
1,050 mg 
Valproate 1,200 mg
Lamotrigene
Olanzapine 5 mg 
Oxazepam 15 mg
Zolpidem 10 mg p.n.

Student 
(rehabilitation) 
and working 
at future place 
of employment

Lives with his 
girlfriend

Female 1 49 30 First mixed state 
1 year before 
interview after 
18 years of being 
asymptomatic/
well-treated

Recovering from 
first mixed state

Lithiumcarbonat 
750 mg
Lamotrigene 200 mg
Zopiclone 7,5 mg p.n.

Academician on 
sick leave 
(upcoming trial 
for a protected 
job)

Married with 
2 children

Female 2 34 30 First mixed state at 
time of diagnosis. 
Increasingly rapid 
cycling since time 
of diagnosis

Rapid cycling 
with mixed states 
at least 4 times 
per year

Lithiumcarbonat 
1,200 mg
Lamotrigene 250 mg 
Quetiapine 100 mg 
Eltroxin 100 υg
Agomelatine 50 mg

Disability 
pensioner; 
former 
health-care 
worker

Married with 
2 children

Female 3 31 22 Recurrent mixed 
states of varying 
severity since time 
of diagnosis. Last 
severe mixed state 
6–12 months 
before the interview

Recovering from 
last mixed state

Lamotrigene 250 mg 
Sertraline 150 mg 
Zopiclone 7,5 mg p.n.

PhD student 
working 80% 
time (4 days 
weekly)

Single

p.n. = Per necessary.
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old woman described how increased medication made 
her feel sedated; this created a painful feeling of distance 
from her children, which sometimes led to self-loathing 
and suicidal ideations. The participants stated that it was 
during mixed states that their QoL in all important do-
mains was at its lowest and their functioning most im-
paired ( fig. 1 ).

  Impact of Mixed States on Identity and Self-Esteem 
 In contrast to somatic illnesses that you may  have , sev-

eral participants felt that mental disorders are often seen 
by others as something you  are . You are a ‘manic depres-
sive’. To them, all (had) identified closely with their work 
and 2 of the women, especially, with their motherhood 
(e.g.  being  a scholar or mother). Their functioning in both 
of these roles was particularly impaired during mixed 
states. The participants’ self-esteem was at its lowest dur-
ing mixed states, including feelings of guilt, hopelessness, 
not being lovable, respectable, or capable of fulfilling any 

important role in life. As this was a state where ‘dark 
thoughts get a lot of energy’ (49-year-old woman), more 
participants had experienced suicidal ideations during 
mixed states: ‘All my suicide attempts have been during 
mixed episodes. During a depression, I may like the 
thought of dying but I don’t have the energy to even think 
about how to execute it. In mixed states, I have the initia-
tive to examine ways to do it and try. There are actually 
loads on Wikipedia about how to commit suicide’ 
(31-year-old woman).

  Impact of Mixed States on Comorbidity and 
Medication Side Effects 
 Overall, BD and its treatment are associated with 

mental and physical comorbidity; mixed states are re-
lated to increased psychiatric comorbidity. To 4 partici-
pants, social phobia, anxiety and panic attacks were in-
trinsic features of their mixed states. They mostly consid-
ered side effects of medication such as trembling, fatigue 

  Fig. 1.  The impact of mixed states on sig-
nificant areas of functioning in BD pa-
tients. 
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and sedation as inevitable trade-offs, but 2 of the women 
found it difficult to accept weight gain. Side effects would 
increase with heightened levels of medication during 
mixed states.

  Impact of Mixed States on Family Life 
 During mixed states, the participants felt they could 

hardly cope with themselves, much less with others. Un-
surprisingly, this mainly affected relations with close rel-
atives. For instance, 2 parents, or their partner and chil-
dren, would leave for a summerhouse during bad days, 
and 1 participant had a room in the house ‘to put the nut-
ter into’ to spare herself and her children, in particular, 
from contact during her mixed states (34-year-old wom-
an). The parents were aware that their children were very 
attentive to their disease states and might get scared and 
worried – 1 even described his 3-year-old daughter as a 
‘differential diagnostician’ (36-year-old male). The im-
pacts of mixed states on children led parents to feel guilty 
and inadequate. Being a ‘bad mother’ was particularly 
worrying to the women. During mixed states, parents 
were reliant on their partners to take charge. Partners of 
patients with higher educational attainment appeared 
more supportive than the partner of the retired health 
care worker. Parents had abstained from acting on their 
suicidal ideations out of consideration for their families, 
while 2 participants had several suicide attempts when 
single.

  Impact of Mixed States on Love Life 
 To the parents, their couple relations tended to be 

somewhat characterized as a patient-carer relation. They 
felt that mixed states put additional strain on their rela-
tionship – with ‘carers’ taking added charge of the ‘patient’ 
and household, for instance, while at the same time being 
a main target for anger and irritability. A 42-year-old ho-
mosexual man felt he had lost the love of his life due to his 
last mixed episode (Appendix: Patient Quote 3).

  Later, this participant became pathologically obsessed 
with another man. Also, 1 of the married participants 
had, uncharacteristically, fallen in love with another pa-
tient during admittance to hospital with a mixed episode. 
With 1 exception, the participants’ felt their love lives 
were much affected by BD and mixed states, in particular.

  Impact of Mixed States on Social Life 
 All participants said that they tried to avoid social 

contact during mixed states. They needed to isolate 
themselves, but some also worried that their relations 
with friends and relatives might otherwise suffer irrepa-

rable damage because of their erratic behaviour. Conse-
quently, most friends and relatives did not fully compre-
hend the disease, as they did not see the participants at 
their worst. While this sometimes made the participants 
feel lonely, they considered this the best way to safeguard 
their social relations. One participant had indeed made 
numerous ‘social disasters’ during mixed/manic states, 
both at work, out on the town and among everyone he 
knew (Appendix: Patient Quotes 4).

  In order to prevent triggering episodes and to stay as 
‘mood-neutral’ as possible, the participants said they 
mostly tried to lead lives with rather strict routines: get-
ting their sleep, eating regularly and avoiding stimuli such 
as coffee, alcohol and excessive sports. Some described 
this as a necessary but restrictive precaution that reduced 
their social QoL: ‘That’s the consequence of being well 
treated; you lose all the fun too. My optimal stability has 
come with the price of my social life. You are being cut 
out of society and, in a way, so is your family too’ (34-year-
old woman).

  The important social aspects of BD was also reflected 
in the participants’ preferred naming of the disease, 
namely ‘manic depression’ rather than BD. They felt 
that the former concept better encompassed their expe-
riences with the simultaneity of contradictory symp-
toms in the disease, but also they considered this con-
cept to be more familiar to others and thus improving 
social understanding.

  Impact of Mixed States on Working Capability 
 The participants expressed that being able to hold 

down a job or uphold study was central to their self-
esteem and feeling of being part of society. To the 3 par-
ticipants working or studying, this was sometimes dif-
ficult even during subsyndromal mixed states due to re-
duced cognitive functioning. When possible, they would 
then avoid contact with others and preferred working 
in seclusion and undertaking less demanding tasks. 
Their academic professions allowed for some flexibility, 
including irregular working hours. If by necessity they 
had disclosed their BD diagnosis at their work place, 
and while they knew they were sometimes being ‘han-
dled’ by colleagues, it was relieving to be met with con-
sideration. The 2 scholars who were on sick leave hoped 
to return to work at some point, even if in protected job 
positions.

  Overall, participants with higher educational attain-
ment appeared to have better means of arranging every-
day life in a manner flexible enough to encompass the 
disease. Some said that in their fields being a bit eccentric 
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was socially acceptable and that academic work had been 
an important outlet for their hypomanic enterprises. In 
contrast, the participant formerly employed in home 
care for the elderly was required to be punctual and con-
sistent in attendance, which did not allow for fluctua-
tions in her working ability – hence her retirement. She 
now felt ‘cut out of society’ and lacked the social recogni-
tion associated with work (34-year-old woman). Work-
ing capability was thus important to the participants’ 
confidence, and its social aspects were central to their 
QoL.

  In conclusion, the participants associated having a job, 
a family and a social life with social status, having recog-
nized functions to fulfil and self-esteem. Mixed states had 
the potential to obstruct all of that. As one participant put 
it, they set off ‘that horrible feeling of not being in the 
game’ (42-year-old man). The symptoms of mixed states 
were a burden in themselves. The ways in which they af-
fected participants’ functioning in key domains of life 
added significantly to this burden. Finally, the partici-
pants’ QoL was not only linked to disease severity but also 
to the social resources of the person and his/her network. 
Overall, because of the circumstances, participants with 
higher educational attainment appeared more capable of 
coping with the disease than the retired health care work-
er, whose employer and relatives had difficulties in cop-
ing with her disease.

  Discussion 

 This study was based on in-depth interviews with 6 
patients. As qualitative research aims for an analytical 
but not statistical generalization of the results, this lim-
ited number is not in itself invalid vis-a-vis qualitative 
analysis – the point having been to produce in-depth 
knowledge of patients’ experiences rather than, for in-
stance, quantifiable prevalence of symptoms. Neverthe-
less, the results should be confirmed in a larger group of 
participants, with more differing socioeconomic status 
and with data collection continuing until a point of sat-
uration is reached. The present study carries a signifi-
cant selection bias in that 5 of the 6 participants had 
higher educational attainment. Besides being mostly 
high functioning, the participants’ descriptions of mixed 
states were told in remission, i.e. carrying a possible re-
call bias.

  The definition of mixed states has been discussed over 
decades, and different traditions have influenced the 
DSM and ICD nomenclatures, with one emphasizing 

 functioning , while the other would use a phenomenologi-
cal approach focusing on  symptoms  (pers. commun. with 
A. Bertelsen). Our study underlines that the relationship 
between symptoms and their impact on functioning is 
highly contextual .  On the one hand, it depends on the so-
ciocultural structure, including its health care services for 
the mentally ill, while on the other hand, it is related to 
individual ‘social capital’, including status and network 
resources  [32] .

  Context is a key factor. For instance, religion played 
no role in our participants’ coping with BD. Our sample 
was too small for statistical generalization, however. 
This contrasts with study results from North America 
where the CREST team identified 12 basic domains of 
patients’ QoL, namely physical, sleep, mood, cognition, 
leisure, social, spirituality, finance, household, self-es-
teem, independence, and identity, leading to the devel-
opment of the QoL.BD scale  [16, 20–23, 33, 34] . Also, 
as welfare state citizens, our participants received finan-
cial support when out of work, and their means of work-
ing or studying on reduced hours or re-educating on 
rehabilitation benefit were favourable. In Denmark, 
hospital treatment is free of charge, implying that the 
financial and dependency impacts of BD and mixed 
states were comparatively lower than they may be in 
other countries.

  With this study, we have shown how mixed states 
may particularly affect the lives of BD patients in do-
mains considered crucial to their QoL, namely their fam-
ily, love and social lives, their physical well-being and 
working capability and, ultimately, their identity and 
sense of self. To our participants, the intense synchronic-
ity of manic and depressive symptoms gave ‘dark 
thoughts a lot of energy’, and their feelings of worthless-
ness and suicidal ideations increased. Psychiatric symp-
toms intensified, necessitating increased medication, 
again leading to added side effects. All close relations 
were disrupted as role functions failed, and some en-
gaged in socially stigmatising behaviour. Working and 
studying, things that usually strengthened self-esteem 
and social integration, became increasingly difficult or 
impossible. Mixed states were long and difficult to re-
cover from and these were the states most severely affect-
ing QoL and functioning. 

  To our participants, symptoms of mixed states and 
functioning were related in multiple ways to significant 
domains of their lives ( fig. 1 ). Previous studies support 
the finding that each of these domains indeed affects QoL 
and functioning in BD patients as a whole. Others have 
also shown that relational factors such as social support, 
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family and couple functioning may be stronger predictors 
of patients’ functioning than clinical status as measured 
by symptomology  [21, 35, 36] . Also, external stigma and 
internalized stigma have been shown to play a significant 
role in contributing to the poor QoL associated with BD, 
a key issue being the merging between self and illness  [37–
39] . Our study does indeed show that BD might be seen 
as an integral part of patients’ identity. While some stud-
ies found that disease state did not impact on self-stigma 
 [39, 40] , we found that mixed states accentuated both 
kinds of stigma and had an additional negative impact on 
patients’ QoL.

  In our participants, mixed states particularly affected 
work functioning, leading to retirement or sick leave in 
some and to periods of absence or low performance in 
others. Working ability is a key aspect of social function-
ing. A recent meta-analysis supports the indication that 
impairment decreases as education increases, validating 
our finding that social status may impact on functioning 
 [41] . Others have shown that remitted BD patients suffer 
from both social and functional impairment, including 
high levels of work impairment  [42, 43] .

  A total of 4 of our participants mentioned anxiety and 
panic attacks as intrinsic features of their mixed states. It 
is well established that   comorbidity, e.g. anxiety disorder, 
social phobia and substance abuse, are frequently seen in 
BD patients  [44] . Anxiety, in particular, is known to 
worsen the symptoms, course and prognosis and is linked 
to higher rates of suicide and further reductions in QoL 
and social function  [45, 46] . Our participants’ self-es-
teem was closely linked to functioning in the above-men-
tioned life domains, implying that this was particularly 
affected during mixed states. Altogether, mixed states 
significantly reduced QoL and functioning in BD pa-
tients  [47] .

  Seen from a patient perspective, improving QoL is of 
key importance  [47] . A comparative analysis of the main 
goals of BD treatment among psychiatrists and patients, 
respectively, showed that coping ability and QoL im-
provement were the two most important issues to pa-
tients  [48] . We found that patients’ social resources might 
also be considered in order to optimize their QoL: which 
role does the patient have in different contexts and which 
functions are considered important to his/her subjective 
QoL? Which means do patients and their surroundings 
have to support patients’ functioning in key life domains? 
With an aim to adequately identify and treat mixed states, 
our findings highlight the need for better assessments and 
knowledge about this particularly severe expression and 
impact of BD.

  Appendix 

 Patient Quote 1: On Being in a Mixed State 
 ‘It’s like a tornado or a hurricane, an awful thing that comes and 

take you and you can’t do anything. You’re inside the tornado, and 
you scream because it’s got you. It takes over your thoughts. The 
mixed state is when you get really insane, when you get admitted 
to hospital, when you’re out of control’ (34-year-old woman).

  Patient Quotes 2: On the Synchronicity of Opposing Symptoms 
in Mixed States 
 ‘You read and you write and you prepare constantly for the 

class. But you’re working at 0.1% of your capacity. All you’re doing 
is like an empty machine: oil is gone, everything’s gone and you’re 
just burning… I totally imploded like a black hole in that period… 
and then I bounced back. I exploded instead, and it’s much the 
same energy. All I can say is that I hate nothing more on this earth 
than mixed state. In a way, I’d much rather get undiluted depres-
sion’ (42-year-old man).

  ‘Your thoughts are over-accelerated, you can think everything 
at one time, analyse everything, but the background of the analysis 
is hell, catastrophe. The thoughts are so accelerated that your lines 
of thought break, they disintegrate while happening. At the same 
time, your body is extremely agitated and the depressive mood is 
best described with the concept ‘phrenalgia’, a pain of being. And 
as you think everything at once, you can’t hold on to one thought, 
analyse it and move on. You’re just immersed in this encompass-
ing experience of pain… Imagine if you were a tiny balloon: a de-
pression squeezes it [the participant shows his fist] while the mania 
opens it from within. The mixed state is defined by the paradox 
that you experience both at the same time’ (36-year-old man).

  Patient Quote 3: On the Impact of Mixed States on 
Relationships 
 ‘I had a dream job and a dream relationship, and then, just sail-

ing into depression and, more and more, into a mixed state… My 
moods, I became intolerable. It [the break-up] was because of in-
stability, increasing depression, panic attacks and anxiety, just los-
ing control, you know. With him very stable and able to sleep, and 
me insomniac, coffee non-stop, smoking non-stop, beer, and then 
in the end, not eating, getting an ulcer, getting angry and not ap-
preciating what I had been given’ (42-year-old man).

  Patient Quotes 4: On the Impact of Mixed States on Social 
Relations and Stigma 
 ‘All those kids [students] who saw me, going nuts, and all those 

professors and colleagues... I looked like a starved raving werewolf, 
you know, more and more eccentric clothing, really colourful, be-
cause I got this hyper sense of colour. I wouldn’t shave or perhaps 
only half my face. Just looking like a barking lunatic. I was marching, 
dancing in graveyards, talking to people, anyone. I know the expo-
sure was so incredibly spectacular. I was on the go for 24 h in all these 
arenas. When I walk down the street today, the panic and anxiety is 
usually about that. Are people recognizing me?’ (42-year-old man).

  ‘When I realise that I’m becoming Dr. Jekyll and Mr. Hyde – 
that I am shifting towards the ugly side – I stay away. I’m so afraid 
of losing people, of their gaze, that they give ‘‘that look’’ conveying 
prejudice, most of all, but also lack of knowledge and fear’ (34-year-
old woman).
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