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Abstract: Bipolar disorder (BD) is a chro-
nic and debilitating mental health condition 
characterized by alternating episodes of ma-
nia/hypomania and depression, with a high 
risk of comorbidities and suicide. Manage-
ment of the disease is complex and multi-
faceted, requiring an integrated approach. 
This narrative review explores recent advan-
ces in treatment, highlighting pharmacothe-
rapy as a central pillar. Lithium remains the 
gold standard treatment, with strong effica-
cy in acute mania and relapse prevention, 
complemented by other mood stabilizers 
(valproate) and atypical antipsychotics (que-
tiapine, lurasidone), the latter being crucial 
for the treatment of the challenging depres-
sive phase. For severe or refractory cases, 
neuromodulation therapies such as electro-
convulsive therapy (ECT) offer high effica-
cy. Essentially, psychotherapeutic interven-
tions, such as cognitive-behavioral therapy 
(CBT) and family-focused therapy (FFT), 
are indispensable adjuvants for improving 
adherence, functionality, and preventing 
relapses. It is concluded that the best appro-
ach is a personalized and continuous combi-
nation of pharmacological and psychosocial 
strategies.

Keywords: Bipolar Disorder; Pharmacolo-
gical Treatment; Lithium; Mood Stabilizers; 
Psychotherapy

INTRODUCTION

Bipolar disorder (BD) is a common, 
chronic, and recurrent mental health con-
dition characterized by episodes of elevated 
mood (mania or hypomania) and depres-
sion (Marzani et al., 2021). Affecting more 
than 1% of the global population, the di-
sease has a significant debilitating impact, 
with high rates of comorbidities, including 
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anxiety disorders, substance use disorders, 
and chronic medical conditions (Marzani 
et al., 2021; Mutz, 2023). Suicide risk is a 
prominent concern, with about one-third 
of patients attempting suicide during their 
lifetime (Marzani et al., 2021). The mana-
gement of BD is complex, as few therapeu-
tic options have demonstrated efficacy in all 
phases of the disease—mania, depression, 
and mixed states—in addition to the main-
tenance phase (Mutz, 2023). The therapeu-
tic approach is multifaceted and based on 
three main pillars: pharmacotherapy with 
mood stabilizers, psychotherapeutic inter-
ventions, and, in selected cases, neuromo-
dulation therapies (Marzani et al., 2021; 
Mutz, 2023). The complexity of the clinical 
picture, especially in populations such as 
children and adolescents, requires a com-
prehensive and individualized therapeutic 
approach to improve long-term prognosis 
and functionality (Post et al., 2021).

METHODOLOGY

This study consists of a narrative re-
view of the literature, whose scope is to con-
solidate and critically evaluate current scien-
tific evidence related to recent advances in 
the pharmacological and psychotherapeutic 
treatment of bipolar disorder. The bibliogra-
phic survey was conducted in the PubMed 
database, using the descriptors ‘Bipolar Di-
sorder’, ‘Diagnosis’, and ‘Treatment’. These 
terms were combined using the Boolean 
operators AND and OR, following the 
terminology of Medical Subject Headin-
gs (MeSH). Publications from the last five 
years, available in full in Portuguese or En-
glish, that addressed the topic in a direct and 
y manner were selected. Studies that were 
not directly related to the central theme, du-
plicate publications, narrative reviews with 

low methodological rigor, and articles not 
indexed in the database used were excluded. 
The selection of studies was conducted in 
two stages: screening of titles and abstracts, 
followed by evaluation of the full texts to 
confirm relevance. The information extrac-
ted was organized and presented in a des-
criptive manner.

RESULTS AND DISCUSSION

The treatment of bipolar disorder (BD) 
is structured according to the phase of the 
disease (mania, depression, or maintenance) 
and aims not only at the remission of acute 
symptoms but also at the prevention of new 
recurrences, which occur in more than 70% 
of patients within five years (Marzani et al., 
2021).

Pharmacological Treatment

Pharmacotherapy is the basis of TB 
treatment, and its continuation for an inde-
finite period is recommended to minimize 
the risk of relapse (Marzani et al., 2021). 
Lithium, considered the gold standard tre-
atment, has demonstrated robust efficacy in 
acute mania, including cases with psycho-
tic symptoms, and is particularly effective 
in the prophylaxis of manic episodes (Fou-
ntoulakis et al., 2022). Its efficacy in pre-
venting depressive episodes is less clear, al-
though some studies suggest a positive effect 
(Fountoulakis et al., 2022). In children and 
adolescents, lithium also shows positive data 
for the treatment of acute mania and main-
tenance, with naturalistic follow-up studies 
suggesting better long-term outcomes com-
pared to other mood stabilizers (Post et al., 
2021).

In addition to lithium, other mood 
stabilizers, such as valproate and carbama-
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zepine, and several atypical antipsychotics 
are first-line options (Marzani et al., 2021). 
For acute mania, valproate and some antip-
sychotics are effective as monotherapy, and 
the combination of lithium or valproate 
with an atypical antipsychotic is also a highly 
effective strategy (Marzani et al., 2021). The 
treatment of bipolar depression is particu-
larly challenging; quetiapine and lurasidone 
(the latter in combination with lithium or 
valproate) are among the few options with 
robust evidence of efficacy (Marzani et al., 
2021; Fountoulakis et al., 2022). Lurasido-
ne has also been shown to be effective in bi-
polar depression in children and adolescents 
aged 10 to 17 years (Post et al., 2021). The 
use of antidepressants as monotherapy is 
contraindicated in type I BD and in episo-
des with mixed features, due to the risk of 
inducing mania (Marzani et al., 2021). In 
many cases, especially in the pediatric po-
pulation, monotherapy is insufficient, and 
combination therapy is necessary to achieve 
mood stabilization (Post et al., 2021).

Neuromodulation Therapies

For severe or refractory cases of TB, 
neuromodulation therapies are a valuable al-
ternative. Electroconvulsive therapy (ECT) 
is highly effective for the treatment of acute 
mania and severe bipolar depression, inclu-
ding cases with psychotic symptoms or ca-
tatonia (Marzani et al., 2021; Mutz, 2023). 
Meta-analyses confirm remission rates of 
around 53% in bipolar depression, similar 
to those observed in unipolar depression 
(Mutz, 2023). Other brain stimulation te-
chniques, such as transcranial magnetic 
stimulation (TMS) and transcranial direct 
current stimulation (tDCS), are being rapi-
dly researched. High-frequency TMS over 
the left dorsolateral prefrontal cortex shows 

promise for bipolar depression, although 
the evidence base is still limited compared 
to ECT (Mutz, 2023). Invasive therapies, 
such as deep brain stimulation (DBS) and 
vagus nerve stimulation (VNS), are reserved 
for the most treatment-resistant patients 
due to their surgical nature (Mutz, 2023).

Psychotherapeutic and Educational 
Approaches

Psychotherapy is an essential compo-
nent that complements pharmacotherapy, 
improving treatment adherence and social 
functioning and reducing hospitalization 
and relapse rates (Marzani et al., 2021). In-
terventions such as basic psychoeducation 
and cognitive behavioral therapy (CBT) 
are evidence-based approaches (Marzani et 
al., 2021). In young people with BD or at 
risk for the disorder, Family Focused The-
rapy (FFT) has been shown to be highly 
effective, with meta-analyses documenting 
its benefits in stabilizing depression, redu-
cing the risk of recurrence, and improving 
psychosocial functioning (Post et al., 2021). 
Educating patients and family members 
about the chronic nature of the disease, 
environmental triggers (such as changes in 
the sleep-wake cycle), and the importance 
of early intervention is critical for long-term 
management (Marzani et al., 2021).

CONCLUSION

In summary, it is stated that bipolar af-
fective disorder remains one of the greatest 
challenges in contemporary psychiatry, not 
only because of its chronic and recurrent na-
ture, but also because of its multiple facets 
of manifestation in each patient (Marzani et 
al., 2021). From this perspective, pharma-
cological treatment remains a central strate-
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gy, especially with lithium established as the 
gold standard, which is primarily effective in 
cases of acute mania and in preventing re-
lapses (Fountoulakis et al., 2022). It should 
also be noted that the combination of mood 
stabilizers, atypical neuroleptics, and adju-
vant therapies has proven effective in the 
face of the clinical complexity of the condi-
tion (Marzani et al., 2021; Fountoulakis et 
al., 2022). In light of these considerations, 
for the management of the depressive phase, 
evidence highlights the importance of thera-
peutic agents such as lurasidone and quetia-
pine, especially when combined with active 
ingredients such as lithium or valproate.

In this regard, it should be noted 
that in cases refractory to traditional phar-
macological treatment, neuromodulation 
therapies—such as transcranial magnetic 
stimulation (TMS) and electroconvulsive 
therapy (ECT)—emerge as promising alter-
natives, with good efficacy and tolerability 
rates (Mutz, 2023). Furthermore, it is wor-
th highlighting the crucial role that psycho-
therapeutic interventions play in treatment 
adherence, relapse prevention, and overall 
functional improvement of the patient, with 
the following interventions standing out: 
cognitive-behavioral therapy and family-fo-
cused therapy (Post et al., 2021).

Despite the progress achieved, gaps 
remain in clinical approaches, especially in 
the management of bipolar depression, in 
younger populations, and in the individu-
alization of treatments based on biological 
markers and psychosocial factors (Salvi et 
al., 2021; Post et al., 2021). Finally, in this 
context, it is clear that the most promising 
path is the integration of pharmacological, 
psychosocial, and neurobiological strategies, 
combined with early detection and longitu-
dinal follow-up, as an approach capable of 

optimizing prognosis and reducing mor-
bidity and mortality associated with bipo-
lar affective disorder (Marzani et al., 2021; 
Fountoulakis et al., 2022; Mutz, 2023).
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