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Update on bipolar affective disorder

Introduction

The ancient illness, which Kraepelin named manic-
depressive psychosis, has developed in the terminology
and taxology over the years and is now known as Bipolar
Disorder (BD) according to the International Classification
of Diseases, eleventh revision (ICD-11). ICD-11 explains
several subtypes of bipolar disorder, namely bipolar type
I, bipolar type II, cyclothymic, other specified bipolar or
related disorders, and bipolar or related disorders
unspecified (6A60 to 6A6Z) (1). Bipolar disorder is known
to be one of the top ten leading causes of disability in the
world (2), with a lifetime prevalence of 1% for bipolar I
and II collectively and 2-3% when the whole bipolar
spectrum is considered (3). It is estimated that about 40
million individuals in the world have been diagnosed with
BD  (4).

Interestingly, Nowrouzi et al. (2016) mention two peaks
in the age of onset of BD, like in schizophrenia. The most
common diagnosis is at 15-24 years of age, where about
70% of patients get the diagnosis, and another peak is at
45-54 years of age (5). Depression is the most frequent
first presentation and dominates the BD illness by having
about 75% of the total illness burden. Initial depressive
presentations also delay the actual diagnosis and
treatment of  BD by about nine years (4). Apart from that,
personality traits, substance use disorders, non-specific
symptomatology and inability to identify mood elevations
also contribute to the delayed diagnosis of BD (3).

Studies have found that more than 50% of patients do
not adhere to treatment, and there is a reduction in life
expectancy in about 12-14 years with a 2-fold increase in
cardiovascular mortality. Rates of relapse are found to be
high despite treatment (6). Prevalence of tobacco smoking
(45%), metabolic syndrome (37%), obesity (21%) and type
2 diabetes (14%) also contribute to the increased mortality
in BD. There is an annual suicide rate of 0.9% in BD,
where 15-20% of patients die by suicide, being the
psychiatric disorder with the highest rate of completed
suicide (4,7,8). Two-thirds of people do not return to work
in the year after hospitalization due to a manic episode
(9). Poverty, homelessness, and incarceration are
commonly associated with the BD diagnosis (10).
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Although BD has existed for many years, we are yet to
understand it completely. Many sub-aspects of the
disease are yet to be explored. Among these, bipolar
disorder in children and older persons, rapid cycling
bipolar disorder, cognitive impairment and anxiety are
some of the areas that we highlight in this article.

BD has been known to be a mental health diagnosis in
adults for over a century. When it was introduced as a
legitimate diagnosis in youth in the early 90s, clinicians
were skeptical, but in a short period, this perspective
drastically changed. New research was helping practi-
tioners to understand the symptoms of pediatric bipolar
disorder better (PBD). However, many controversies are
still associated with BD among the young, from the
diagnostic criteria to epidemiological research to
management.

During earlier days, severe irritability, anger outbursts
and ultra-cycling affective episodes characteristic of
‘mixed states’ in adult BD were considered defining
features of PBD. However, there has been a marked
change in this criterion in the recent past (11). DSM-5
emphasises the presence of unequivocal euphoria and
episodic course as peculiar features in pre-pubertal BD
and the longitudinal clinical observation before the
diagnosis. The irritability in mood has been recognised
in a new diagnosis, namely disruptive mood dysre-
gulation disorder (DMDD), which is not a BD diagnosis
and is more common than the BD diagnosis.

Experts suggest that a definitive diagnosis should not
be made in childhood before puberty and conceptualise
this probable clinical presentation as ‘pre-pubertal
miasma’ or a syndrome rather than BD. Also, when making
the diagnosis of ‘adolescent bipolar disorder’ in post-
puberty, to be more cautious than in adults (12).

The epidemiological studies that have estimated the
prevalence of PBD have been criticised for many reasons.
Earlier studies show the prevalence of BD spectrum as
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high as 4% in the less than 18 years age group, while the
prevalence of adults with BD showed only 3%. With
time, researchers criticised the methodological errors in
‘case identification’ and issues in sampling (prevalence
becomes high in juvenile centres) in PBD studies (12).
Experts later clinically identified that there were con-
ditions like obsessive-compulsive disorder, attention-
deficit hyperactivity disorder (ADHD), autism spectrum
disorder, anxiety, depressive disorders or conduct
disorders, which were misidentified as BD.

In the recent past, more attention was given to Older
Age Bipolar Disorder (OABD) as a complex subgroup
due to the increased risk of physical comorbidities,
cognitive impairment, poor psychosocial functioning and
premature death associated with this condition. The
International Society of Bipolar Disorder (ISBD)
established the OABD task force and the Global Aging
and Geriatric Experiments in Bipolar Disorder (GAGE-
BD) project to survey this special form of BD.

In the current terminology, OABD refers to patients with
BD aged 50 years and over (13). However, there are two
other terminologies used, namely, Late Onset Bipolar
Disorder  (LOBD), where BD onset is ≥40 years and
Early Onset Bipolar Disorder (EOBD), where the illness
onset is <40 years (14).

Evidence for OABD from the GAGE-BD project is
emerging, but some are at the preliminary level (14). The
following are some of the key findings of the project.

– There is no distinction between BD-I and BD-II in
EOBD and LOBD.

– There is no difference in the severity of manic and
depressive symptoms in EOBD and LOBD.

– Mixed symptoms (e.g. simultaneous depressive and
manic symptoms) are common in OABD, which is
associated with worsened functionality.

– The female sex is associated with higher levels of
anxiety, hypochondriasis and psychiatric
hospitalisations and the male sex is associated with
increased substance use disorders.

– On average, two or more physical comorbidities
are present in OABD, so it is important to screen
for cardiovascular risk factors and physical
comorbidities and pay attention to lifestyle
modifications.

– Cardiovascular diseases and some forms of cancers
are increased in OABD.

– Lithium is effective and safe as a maintenance
monotherapy in OABD, and it is associated with
less depressive symptoms, less rapid cycling and
fewer cardiovascular comorbidities compared to
non-lithium users. Lithium users have also shown
better cognitive functions than nonusers.

– Individuals with OABD and on antipsychotics
have more severe illness and frequent
hospitalisations.

– There is low-quality evidence for nutritional
interventions (e.g. Vitamin D and B12) and
improvement in cognitive, affective and overall
outcomes in OABD.

– The OABD treatment plan should aim to improve
personal and social functioning and quality of life.

However, these data are preliminary, and much
information is needed to manage OABD.

According to the ICD-11, rapid cycling bipolar disorder
(RCBD) has been defined as having at least four distinct
mood episodes (major depressive, manic, hypomanic, or
mixed episodes) during the previous twelve months in a
person with bipolar I or II disorder (1). It can be considered
a discrete BD pattern with a substantially increased illness
burden. Patients with RCBD have an early age at onset,
a longer course of illness, greater episode burden, higher
rates of substance abuse, increased suicidality, higher
physical health issues and poorer psychosocial
functioning (15). The lifetime prevalence of RCBD ranges
from 26% to 43% in patients diagnosed with BD (15,16).
Female sex, concomitant hypothyroidism and being
treated with antidepressants are commonly associated
factors with this condition (17), while childhood maltreat-
ment and genetic predisposition are being discussed as
potential associations (16).

The detection and management of RCBD is often a
significant clinical challenge to psychiatrists. Though
the evidence is scarce, there is a broad consensus that
the treatment response is relatively poor in RCBD
compared to non-RCBD (15). For example, RCBD is a
predictor of poor response to lithium maintenance
treatment (18). New evidence suggests that patients with
RCBD have to be treated with more medications and
higher doses compared to non-RCBD patients (19).
However, the 2023 updated National Institute for Health
and Care Excellence (NICE) guidelines recommend using
the same therapeutic interventions used in non-RCBD
patients in the management of RCBD as there is no
conclusive evidence for the treatment of RCBD differently
(20). In contrast, The Maudsley Prescribing Guidelines
in Psychiatry recommend a step-wise treatment strategy
for RCBD broadly based on the findings of systematic
reviews (21). This includes withdrawing antidep-
ressants, evaluating and managing precipitants (thyroid
dysfunction, alcohol use and external stressors, etc.),
optimising mood stabilisers guided by plasma levels,
combining mood stabilisers, and using adjunctive
treatment options such as aripiprazole, olanzapine and
quetiapine. In a recent systematic review and meta-
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analysis, Strawbridge et al. demonstrated that quetiapine
has a consistently large effect size across outcomes in
managing RCBD (15). In addition to the pharmacological
management options, data concerning the role of
electroconvulsive therapy, hormonal treatments and
specific psychotherapies in the management of RCBD
are limited to make conclusive recommendations.

Cognitive impairment in schizophrenia is a well-
established association. However, recent studies are also
emerging to explain the cognitive impairment in BD.
Although many findings are preliminary, it is worth
highlighting this aspect as evidence postulates that
cognitive functioning in BD predicts future general
functioning better than affective symptomatology. It is
also postulated that cognitive functioning is associated
with social and occupational functioning. The cognitive
impairment in BD is found to be persistent in euthymic
states (22), and there is significant cognitive impairment
in patients with recurrent episodes compared to patients
with a single episode (23). Although the early studies
explored cognition and emotional regulations separately,
the newer studies have found that the two are intricately
linked, and the executive functions are mainly affected
in the BD (24).

Currently, there are only few studies showing manage-
ment options for cognitive impairment associated with
BD. In their randomised control trial, Miskowiak KW et
al, in 2021 found that cognitive remediation (also used in
schizophrenia) shows the most consistent cognitive
benefits, and pharmacologically, modafinil and lurasidone
have early positive results (25). Recent studies have also
shown the association between executive functioning
and emotional regulation. More studies are underway to
improve working memory (which is a part of executive
functioning) with the aim of improving emotional
regulation and cognition (26).

Several longitudinal studies conducted over the past
three decades showed that anxiety disorders are seen in
nearly half of bipolar patients (27,28). Several meta-
analyses of the lifetime prevalence of anxiety disorders
among adults with bipolar disorder yielded consistent
results ranging from 41% to 47% (28). Among anxiety
disorders, panic disorder had the highest lifetime
prevalence (17% to 22%), followed by generalised anxiety
disorder (13% to 20%), social phobia (13% to 20%),
specific phobias (11%) and agoraphobia (8%) (28).
Considering this significant association, DSM-V and
ICD-11 classification systems encourage clinicians to
identify anxiety symptoms in bipolar patients and specify
using the ‘with anxious distress’ and ‘with prominent

anxiety symptoms’ specifiers, respectively, to plan
treatment and monitoring (29).

The presence of comorbid anxiety disorder in bipolar
patients is associated with more adverse consequences,
such as having more frequent and severe depressive
episodes, longer duration of illness, increased substance
abuse, higher rates of suicidal attempts, and greater
likelihood of treatment nonresponse (29-31). Though
there is a significant influence of anxiety symptoms on
the course and outcome of bipolar disorder, the
identification and effective management of anxiety
disorders in bipolar patients often remain neglected.

Studies concerning bipolar disorder comorbid with
anxiety disorders largely focus on demographic factors,
and there are limited interventional studies to guide
treatment strategies in such patients. There is a con-
siderable risk of using standard treatments for anxiety
disorders, such as selective serotonin reuptake inhi-
bitors (SSRIs) and serotonin-norepinephrine reuptake
inhibitors (SNRIs) in bipolar patients, due to the risk of
mood destabilisation and manic switch. In general, mood
stabilisation is the priority over addressing anxiety
disorders in bipolar patients. Following the initial standard
treatment with second-generation antipsychotics and
mood stabilisers, antidepressants can be used to manage
anxiety symptoms with caution and close monitoring (32).

Cognitive impairment

Anxiety

References
1. World Health Organization (WHO). International

Classification of Diseases, Eleventh Revision (ICD-11).
World Health Organization; 2019.

2. Chakrabarti S. Bipolar disorder in the International
Classification of Diseases – Eleventh version: A review of
the changes, their basis, and usefulness. World J
Psychiatry. 2022 Dec 19; 12(12): 1335-55.

3. Goodwin GM, Haddad PM, Ferrier IN, Aronson JK,
Barnes TRH, Cipriani A, et al. Evidence-based guidelines
for treating bipolar disorder: revised third edition
Recommendations from the British Association for
Psychopharmacology. J Psychopharmacol Oxf  Engl. 2016;
30(6): 495-553.

4. Nierenberg AA, Agustini B, Köhler-Forsberg O, Cusin C,
Katz D, Sylvia LG, et al. Diagnosis and Treatment of
Bipolar Disorder: A Review. JAMA. 2023;  330(14):
1370-80.

5. Nowrouzi B, McIntyre RS, MacQueen G, Kennedy SH,
Kennedy JL, Ravindran A, et al. Admixture analysis of
age at onset in first episode bipolar disorder. J Affect
Disord. 2016; 201: 88-94.

6. Gitlin MJ, Swendsen J, Heller TL, Hammen C. Relapse
and impairment in bipolar disorder. Am J Psychiatry. 1995;
152(11): 1635-40.

7. Ilgen MA, Bohnert ASB, Ignacio RV, McCarthy JF,
Valenstein MM, Kim HM, et al. Psychiatric diagnoses
and risk of suicide in veterans. Arch Gen Psychiatry. 2010;
67(11): 1152-8.



Amarakoon, Fernando

70

8. Nordentoft M, Mortensen PB, Pedersen CB. Absolute
risk of suicide after first hospital contact in mental disorder.
Arch Gen Psychiatry. 2011; 68(10): 1058-64.

9. Strakowski SM, Keck PE Jr, McElroy SL, West SA, Sax
KW, Hawkins JM, et al. Twelve-Month Outcome After a
First Hospitalization for Affective Psychosis. Arch Gen
Psychiatry. 1998; 55(1): 49-55.

10. Copeland LA, Miller AL, Welsh DE, McCarthy JF, Zeber
JE, Kilbourne AM. Clinical and demographic factors
associated with homelessness and incarceration among VA
patients with bipolar disorder. Am J Public Health. 2009;
99(5): 871-7.

11. Malhi GS, Bell E, Hamilton A, Morris G. Paediatric
Bipolar Disorder: prepubertal or premature? Aust N Z J
Psychiatry. 2020; 54(5): 547-50.

12. Malhi GS, Jadidi M, Bell E. The diagnosis of bipolar
disorder in children and adolescents: Past, present and
future. Bipolar Disord. 2023; 25(6): 469-77.

13. Sajatovic M, Strejilevich SA, Gildengers AG, Dols A, Al
Jurdi RK, Forester BP, et al. A report on older-age
bipolar disorder from the International Society for
Bipolar Disorders Task Force. Bipolar Disord. 2015; 17(7):
689-704.

14. Beunders AJM, Orhan M, Dols A. Older age bipolar
disorder. Curr Opin Psychiatry. 2023; 36(5): 397-404.

15. Strawbridge R, Kurana S, Kerr-Gaffney J, Jauhar S,
Kaufman KR, Yalin N, et al. A systematic review and
meta-analysis of treatments for rapid cycling bipolar
disorder. Acta Psychiatr Scand. 2022; 146(4): 290-311.

16. Miola A, Fountoulakis KN, Baldessarini RJ, Veldic M,
Solmi M, Rasgon N, et al. Prevalence and outcomes of
rapid cycling bipolar disorder: Mixed method systematic
meta-review. J Psychiatr Res. 2023; 164: 404-15.

17. Harrison PJ, Cowen P, Burns T, Fazel M. Shorter Oxford
Textbook of Psychiatry. Oxford University Press; 2017.

18. Hui TP, Kandola A, Shen L, Lewis G, Osborn DPJ, Geddes
JR, et al. A systematic review and meta-analysis of clinical
predictors of lithium response in bipolar disorder. Acta
Psychiatr Scand. 2019; 140(2): 94-115.

19. Antonietta Furio M, Popovic D, Vieta E, Stukalin Y, Hagin
M, Torrent C, et al. Characterization of rapid cycling
bipolar patients presenting with major depressive episode
within the BRIDGE-II-MIX study. Bipolar Disord. 2021;
23(4): 391-9.

20. Recommendations | Bipolar disorder: assessment and
management | Guidance | NICE [Internet]. NICE; 2014

[cited 2024 Jun 27]. Available from: https://www. nice.org.
uk/guidance/cg185/chapter/Recommendations#how-to-
use-medication

21. Taylor DM, Barnes TRE, Young AH. The Maudsley
Prescribing Guidelines in Psychiatry. 14th ed. Wiley; 2021.
(The Maudsley Prescribing Guidelines Series).

22. Sanches M, Bauer IE, Galvez JF, Zunta-Soares GB, Soares
JC. The Management of Cognitive Impairment in Bipolar
Disorder: Current Status and Perspectives. Am J Ther.
2015; 22(6): 477-86.

23. Baune BT, Malhi GS. A review on the impact of cognitive
dysfunction on social, occupational, and general functional
outcomes in bipolar disorder. Bipolar Disord. 2015; 17
Suppl 2: 41-55.

24. Lima IMM, Peckham AD, Johnson SL. Cognitive deficits
in bipolar disorders: Implications for emotion. Clin Psychol
Rev. 2018; 59: 126-36.

25. Miskowiak KW, Seeberg I, Jensen MB, Balanzá-Martínez
V, Del Mar Bonnin C, Bowie CR, et al. Randomised
controlled cognition trials in remitted patients with mood
disorders published between 2015 and 2021: A systematic
review by the International Society for Bipolar Disorders
Targeting Cognition Task Force. Bipolar Disord. 2022;
24(4): 354-74.

26. Koay JM, Van Meter A. The Effect of Emotion Regulation
on Executive Function. J Cogn Psychol Hove Engl. 2023;
35(3): 315-29.

27. Goes FS. The importance of anxiety states in bipolar
disorder. Curr Psychiatry Rep. 2015; 17(2): 3.

28. Spoorthy MS, Chakrabarti S, Grover S. Comorbidity of
bipolar and anxiety disorders: An overview of trends in
research. World J Psychiatry. 2019; 9(1): 7-29.

29. Diagnostic and statistical manual of mental disorders?:
DSM-5 [Internet]. Fifth edition. Arlington, VA?: American
Psychiatric Publishing, [2013] ©2013; 2013. Available
from: https://search.library.wisc.edu/catalog/991
1111397702121

30. Jensen RN, Csillag C, Vinberg M. [Anxiety in patients
with bipolar affective disorder]. Ugeskr Laeger. 2021;
183(22): V12200973.

31. Latalova K, Prasko J, Grambal A, Havlikova P, Jelenova
D, Mainerova B, et al. Bipolar disorder and anxiety
disorders. Neuro Endocrinol Lett. 2013; 34(8): 738-44.

32. Ott CA. Treatment of anxiety disorders in patients with
comorbid bipolar disorder. Ment Health Clin. 2018; 8(6):
256-63.


