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Bipolar disorder (BD) is such a complex mental disorder, that even the

development of true, reliable, and valid treatment guidelines seems to be a

goal almost impossible to achieve. The challenges include the complexity and

uniqueness of the clinical picture and the therapeutical options available, special

issues including gender, pregnancy, and the different views of therapists and

patients. An additional issue is the method for the development of the guidelines,

with systematic reviews of the hard evidence to constitute the most recent trend.

The grading of the literature findings could be crucial for the whole process, as it

is often ‘contaminated’ by expert opinion. Unfortunately, in the literature, BD is

treated as a fragmented condition and each fragment is studied separately as if it

were independent. This, in combination with incomplete reporting of the

findings, makes the synthesis of the landscape almost impossible and the

development of a comprehensive single algorithm for the continuous

treatment of BD, extremely difficult. Overall, developing treatment guidelines

for BD constitutes a great challenge. This task demands an exhaustive review of

the existing literature, searching for unpublished data and digging deep into them

to comprehend their nature. It also needs to manage to synthesize the

fragmented research picture that refers to isolated faces of the disorder, into a

comprehensive network of decision-making that will incorporate the knowledge

of the past with decisions for the present by having the mind in the future (the

three-fingers rule).
KEYWORDS
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1 Introduction

Bipolar disorder (BD) is an incredibly complex condition—so much so that even

among mental health disorders, its intricacies stand out. A wide range of factors contribute

to its development and course, including biological, psychological, social, and even

environmental influences (1–3). Given this complexity, precise treatment guidelines are
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crucial for clinicians. Over the past few decades, these guidelines

have become an increasingly vital part of modern medicine. This is

important, especially as the sheer volume of research—often

intricate and sometimes contradictory—makes it harder to

translate findings into everyday clinical practice.

These guidelines serve multiple purposes: they help clinicians

and policymakers make informed decisions about patient care,

establish standards for healthcare professionals, and highlight key

areas where more research is needed. While they are primarily

based on existing scientific evidence, in cases where research is

lacking, expert consensus helps fill the gaps (4–6). A list of the most

important contemporary guidelines is shown in Table 1.

That said, as we will explore further, the current body of

knowledge on BD treatment and management is so vast and

complex that developing truly comprehensive and universally

reliable treatment guidelines remains an incredibly difficult, if not

nearly impossible, challenge (19).
2 Challenges stemming from the
clinical picture

The goal of treatment for BD is to relieve clinical symptoms,

reduce suffering, and help individuals regain their ability to function

in daily life. What makes BD particularly challenging compared to

other mental health conditions is its complex and unpredictable

nature. It presents with distinct episodes—some completely

different from one another—that can appear independently or

share overlapping features. Unlike schizophrenia, which tends to

follow a more stable long-term course, BD is marked by

unpredictable fluctuations in symptoms and levels of disability.

A detailed breakdown of the different facets and syndromes that

make up BD can be found in Table 2. The most pressing clinical

challenges—which in turn complicate treatment efforts and the

development of clear treatment guidelines—are outlined below.
Fron
• Difficulty in making early correct diagnosis One of the

biggest challenges in managing BD is accurately diagnosing

it early on (20–23). In fact, up to 70% of patients experience

a depressive episode first, leading to a misdiagnosis of

unipolar depression and, as a result, inappropriate

treatment with antidepressant monotherapy (20, 22, 24–
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26). In some cases, manic symptoms may not appear until

20 years after the initial depressive episode, further

prolonging the delay in receiving the correct diagnosis

(27, 28). Treatment guidelines should focus on strategies

to navigate this “grey zone” of diagnostic uncertainty and

help clinicians identify BD as early as possible.

• Suicidal thoughts are another major concern, affecting

78.6% of BD patients at some point in their lives (29). BD

is also one of the psychiatric conditions with the highest risk

of suicide attempts and completed suicides (30–34).

Suicidality is often an acute crisis requiring immediate

intervention, yet the most effective long-term treatments,

such as lithium and lamotrigine, take time to work, while

others, like certain antidepressants, may even be harmful.

Because of this, treatment guidelines should establish a

structured approach—an algorithmic strategy that

carefully balances the need for rapid symptom relief with

long-term stability, ensuring that urgent interventions do

not come at the cost of worsening the overall prognosis.

• Some individuals with BD consistently experience one type

of episode more frequently than the other—a pattern

known as predominant polarity. Nearly half of BD

patients fall into this category, with the majority tending

toward the depressive pole (35–52). This distinction is

critical for treatment, as it suggests that therapy should be

tailored to the dominant symptom pattern. Treatment

guidelines must take this into account, encouraging

clinicians to approach current symptoms by considering

past patterns while also anticipating future episodes

(treating the present by taking into consideration the past

to predict the future; the three-fingers rule, Figure 1).
TABLE 1 List of the most important contemporary guidelines for
Bipolar disorder.

1. BAP (7)

2. CANMAT/ISBD (8)

3. CINP (9–11)

4. Korean (12)

5. NICE (13)

6. RANZCP (14)

7. WFSBP (15–18)
TABLE 2 List of the most important multiple clinical aspects of
manic-depressive illness.

1. Manic episodes

2. Depressive episodes

3. Mixed episodes

4. Subthreshold manic symptoms

5. Subthreshold depressive symptoms

6. ‘mixed’ states and ‘roughening’

7. Mood lability/Cyclothymia/’Personality-
like’ behaviour

8. Predominant polarity

9. Frequency of episodes/Rapid cycling

10. Psychotic features

11. Neurocognitive disorder

12. Functional deficit and disability

13. Drug/alcohol abuse

14. Comorbid anxiety and other mental disorders

15. Self-destructive behaviour and Suicidality
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• BD can also present with rapid cycling, a pattern in which

mood episodes switch more frequently than usual. Variants

include rapid, ultra-rapid, ultra-ultra-rapid, and ultradian

cycling, with mood shifts occurring anywhere from months

to within a single day. At some point in their illness,

anywhere from one-quarter to one-half of BD patients

will experience some form of rapid cycling (53–67).

Treating these patients is especially challenging because

very few medications work well for both poles of BD, and

most require time to take effect. As a result, treatment

guidelines must find a careful balance—providing swift

relief for immediate symptoms without disrupting the

long-term stability of the patient.

• Another key factor in treatment planning is the long-term

course of BD, which varies widely among patients. In most

cases (69.6%), BD follows a recurrent episodic pattern with

distinct periods of illness and remission. However, in 25%

of cases, the disorder takes a more chronic course, with

continuous symptoms and little to no remission. A small

percentage of patients (5.4%) experience only a single manic

episode, while around 5% have chronic mania without

depressive episodes (29). Since different long-term

patterns require fundamentally different treatment

approaches, treatment guidelines must acknowledge this

variability and provide flexible strategies that can be

adapted to each patient’s unique trajectory.

• The neurocognitive impairment in BD affects nearly all

areas of thinking and occurs across different phases of the

illness. Research has shown that psychosocial functioning is

closely linked to processing speed (68, 69), abstract thinking

(68), verbal memory, and executive function—even in

patients who are in remission (euthymic phase) (70, 71).
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The severity of cognitive deficits is most pronounced during

acute episodes but remains significant, though to a lesser

extent, even during euthymia. While BD patients tend to

have milder cognitive deficits compared to those with

schizophrenia, the pattern of impairment is strikingly

similar in both disorders (72, 73).

• A particularly urgent clinical issue in BD is agitation and its

management. Recently, experts have even published a

consensus paper outlining best practices for managing

agitation in BD patients, underscoring the need for clear

treatment strategies (74).

• Another major challenge in BD treatment is psychiatric

comorbidity , which complicates diagnosis and

management. In BD, having coexisting mental health

conditions is the norm rather than the exception (75).

Over half to two-thirds of BD patients experience at least

one comorbid disorder in their lifetime (76–86), while 42%

have two, and 25% have three or more comorbid psychiatric

conditions (80). The prevalence of current (cross-sectional)

comorbidity is lower, with around one-third of BD patients

having at least one additional mental health disorder at any

given time (76, 79, 86–88). Comorbidity in BD is associated

with a more complex clinical picture, an earlier age of onset

(89), and worse long-term outcomes, including higher

suicidality and self-harm risk (78, 80, 86, 89, 90), poor

treatment adherence (86), and less favorable response to

lithium (82, 90). Anxiety disorders, in particular, are highly

prevalent in BD, affecting 42–93% of patients at some point

in their lifetime and 11–70% at any given time (57, 79, 80,

87, 91–113). Anxiety in BD is also strongly linked to

predominant depressive polarity, further influencing

treatment decisions and prognosis (96, 114).
FIGURE 1

The three-fingers rule: treating the present by taking into consideration the past to predict the future.
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• Alcohol and substance use disorders (SUD) significantly

complicate the course of BD, increasing the risk of legal

issues and suicidality (115). Data from the Epidemiological

Catchment Area (ECA) study indicate that, at any given

time, drug abuse is present in 13% of BD-I and 9% of BD-II

patients, while drug dependence is observed in 28% and

12%, respectively (116). SUDs may also serve as either a risk

factor or a prognostic marker for the development of BD

with psychotic features, with a hazard ratio (HR) of 3 (117).

Among BD-I patients, the lifetime prevalence of SUDs is at

least 40%, with alcohol and cannabis being the most

commonly abused substances, followed by cocaine and

opioids (118, 119). Clinical studies suggest that alcohol

use disorder affects anywhere from one-third to 75% of

BD patients (120–125). According to ECA data, alcohol

abuse is found in 15% of BD-I and 18% of BD-II patients,

while alcohol dependence is present in 31% and 21%,

respectively (116). Other substance use rates in BD

patients include cannabis use disorder (5–65%) (F. 126,

127), gambling disorder (6–20%) (128, 129), cocaine abuse

or dependence (3–7%) (K. N. 121, 130–132), and heroin

abuse (5–25%) (121, 133). Substance use often correlates

with mood states in BD, potentially altering the clinical

presentation and leading to a higher prevalence of “mixed”

states (134, 135). It may also increase the risk of mood

switching when patients are treated with antidepressants

(136). Beyond psychiatric complications, SUD is linked to

higher medical comorbidity, including HIV infection (137–

139), as well as an increased risk of suicide (98, 140).

• Many BD patients experience severe disability, and only a

minority achieve full functional recovery (71, 141–146). As

early as 1990, the World Health Organization (WHO)

ranked BD among the top 10 most disabling conditions

in terms of disability-adjusted life years (DALYs),

highlighting its devastating impact on general health,

employment, relationships, education, and overall quality

of life (147–151). Studies show that at least one major area

of life (e.g., work, social life, or family life) is significantly

impaired in 52–54% of BD patients, while in 37%, disability

affects two or more areas (152). Specifically, BD-I patients

are reported to be completely unable to perform work-

related tasks 30% of the time, while BD-II patients

experience this level of impairment 20% of the time (153).

A key observation is that disability in BD is more strongly

correlated with depressive symptoms—even when these

symptoms are subsyndromal (5, 69, 152, 154–163).

Additionally, cognitive and functional impairments persist

even during euthymic periods (157, 160, 161).

• The quality of life (QoL) of BD patients is closely linked

to current depressive symptoms, whether they meet

full diagnostic criteria or are subthreshold (164–166).

Other key factors that negatively impact QoL include

neurocognitive impairment (164, 167), the presence of

psychotic symptoms (164), and daily stressors (168).

However, research suggests that some BD patients in the
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euthymic phase may have a quality of life comparable to

that of the general population (164, 168).

• Bipolar disorder does not only affect the individual—it also

places a significant burden on caregivers and family

members (149, 169–171). This burden can be categorized

into: Objective burden – tangible consequences such as

financial strain, job loss, hospitalizations, and divorce (172)

and subjective burden – the emotional distress and

psychological toll on caregivers, including feelings of

exhaustion, frustration, and anxiety (171–176). Nearly all

caregivers of BD patients report at least a moderate level

of burden (177–181), and it is related to patient-related

factors like the chronicity of the disease and high levels of

impairment (182). The severity of this burden is influenced

by factors such as the chronicity of the illness, levels

of patient impairment, caregiver beliefs about BD

(180), personality traits, and coping styles (177). The

most distressing behaviors reported by caregivers include

hyperactivity, irritability, withdrawal, impulsivity,

aggression, and excessive spending. BD is associated

with higher rates of violence compared to other

psychiatric disorders, especially during acute manic

or mixed episodes (183–185). Research indicates that

family members are the victims in 70% of BD-related

violent episodes, and in 81% of cases, these episodes were

preceded by some form of provocation (185). Additionally,

depression and suicidality in BD patients significantly

contribute to caregiver distress (147, 172, 180, 186). Over

time, the mental health of caregivers may deteriorate due to

chronic stress, potentially leading them to develop

depression and an increased need for mental health

services themselves (181, 187–192).

• Increased suicidality: Suicidal thoughts and behaviors are

unfortunately common in BD, with both persistent suicidal

ideation and a high rate of completed suicides being key

concerns (31, 193–195). Research shows that alcohol and

substance use significantly increase the risk of suicide

attempts in BD patients (196). This effect appears to be

more pronounced in BD-I than in BD-II, likely due to

higher levels of impulsivity, hostility, aggression, and an

earlier onset of the disorder in BD-I patients (197, 198).

• For BD patients and their families, the financial strain can

be overwhelming. Studies consistently show that BD is one

of the most expensive mental disorders—both in terms of

insurance costs and out-of-pocket expenses for patients and

their loved ones (199). When compared to other psychiatric

conditions, BD ranks among the most costly, not only in

mental health care but across all areas of medicine (200–

206). Interestingly, BD remains the most expensive disorder

in nearly every category of health benefits, yet a small group

of patients (2.4%) accounts for 20% of the total costs. This

cost disparity isn’t due to BD treatment alone but rather the

high costs of treating medical comorbidities that frequently

accompany the disorder (207, 208). This big difference in

the costs is caused not because of the treatment of the
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primary mental diagnosis but because of comorbid somatic

conditions (209).

• Medical conditions in BD patients are often overlooked

and undertreated—especially in those who fall within the

broader bipolar spectrum (210). Multiple somatic

comorbidity seems to be the rule rather than the

exception with BD patients suffering from an average of

2.7 or more medical conditions (211–213) and facing up to

four times higher healthcare costs compared to those

without mental i l lness , largely due to medical

comorbidities (200, 209, 214, 215). Tragically, their life

expectancy is reduced by approximately 30%, making it

lower not only than the general population but also

compared to those with other psychiatric disorders (216–

218). The leading cause of early death in BD is premature

cardiovascular disease, but other common medical issues

include endocrine disorders, gastrointestinal problems, and

chronic pain (219). Depending on the study, anywhere from

11.5% to 75.7% of BD patients suffer from at least one

physical health condition, with most experiencing multiple

comorbidities—on average, 2.7 or more medical conditions

per patient (77, 83, 84, 88, 111, 137, 212, 220–229).

• The concept of staging in BD aims to define the severity,

progression, physiological changes, and long-term impact

of the disorder (230). So far, five major staging models have

been proposed (231–237), but while some evidence

supports these models, the research is still limited. Studies

tend to have small sample sizes, and data inconsistencies

make it difficult to establish a universal framework.
Currently, research suggests that BD follows a progression

that includes:
• An asymptomatic “at-risk” phase – when an individual may

be vulnerable to developing BD but has not yet shown

clear symptoms.

• A non-specific prodromal phase – an early warning period

where symptoms emerge but are not yet distinct enough to

diagnose BD. This phase appears to overlap with other

psychiatric disorders, making prediction difficult.

• An early stage of full-blown BD – characterized by well-

defined episodes, minimal inter-episode symptoms, good

response to treatment, and low disability.

• A late stage of BD – a more chronic and treatment-resistant

phase, often featuring depressive predominant polarity,

psychotic symptoms, and significant disability.
One major gap in research is the lack of studies on treatment

effectiveness in the later stages of BD, which leaves clinicians with

limited guidance on how to best manage patients with chronic,

severe forms of the disorder (238). There are only a few exceptions

where treatments specifically for late-stage BD have been

explored (239).
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3 Therapeutic challenges

As already said and elaborated, BD is a complex, long-term

condition with an unpredictable course (240). Different aspects of

the disorder respond to different medications, yet many of these

treatments come with the risk of triggering the opposite mood state

—for example, a medication that helps with depression may induce

mania, and vice versa (241, 242). For decades, BD treatment has

centered around the broad idea of “mood stabilizers”, though, in

reality, this category includes only a small number of medications

(243–246). More recently, research has suggested that targeting

specific receptors could be a more effective approach (247).

However, integrating acute-phase treatment with long-term

management remains an ongoing challenge (248). One of the

biggest difficulties in BD treatment is the difficulty in designing

an evidence-based long-term strategy. While treatment guidelines

exist, they struggle to balance current symptoms, past psychiatric

history, and the potential for future relapse. This problem is

comfounded by the fact that there is limited research on how to

manage specific facets of BD, making it difficult for clinicians to

create comprehensive, individualized treatment plans (5, 249–251).

Although acute episodes (such as full-blown mania or major

depression) make up only a small percentage of a patient’s

lifetime, subthreshold or subclinical symptoms—mild but

persistent mood disturbances—tend to dominate daily life,

contributing to ongoing impairment, disability, and emotional

distress (42, 252, 253). Since no single medication can fully

manage all phases and symptoms of BD, most patients require a

combination of treatments to achieve a reasonable quality of

life (254).

Clinicians and treatment guidelines face a difficult dilemma.

What should be the long-term maintenance plan for patients who

initially respond well to a medication that lacks long-term safety

and efficacy data—or worse, one that has negative evidence

regarding its potential long-term impact on mental health? There

is no clear answer, and expert opinions differ significantly. This is

further complicated by the fact that most maintenance studies are

conducted on “enriched samples”, meaning they focus on patients

who already responded well to a specific medication during the

acute phase. This creates uncertainty, especially when a first-line

treatment fails or provides only partial relief. Should the clinician

switch medications, potentially prolonging the patient’s suffering?

Or should they add a second medication, increasing the complexity

of treatment and the risk of side effects? Making these decisions

requires careful consideration of various factors, including specific

indications, contraindications, potential pitfalls, and patient history

(244, 255–260).

The introduction of second-generation antipsychotics (SGAs)

has significantly changed the landscape of BD treatment, making

antipsychotics a core component of treatment guidelines. However,

the role of antidepressants in BD remains controversial. While

antidepressants have historically been seen as a viable treatment

option for bipolar depression, particularly in Europe, recent studies
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question their effectiveness and even suggest that they may increase

the risk of mood destabilization (261). At the same time, the value of

psychosocial interventions—such as psychotherapy, lifestyle

changes, and support groups—remains uncertain, as research on

their effectiveness in treating specific BD symptoms is still limited

(30, 262).

Residual symptoms—those that persist between major episodes

—can have a major impact on a patient’s ability to function in daily

life. These symptoms may interfere with access to healthcare,

employment, financial stability, and even basic social support

systems (263). The situation is even worse for patients with severe

disability, functional decline, or poor quality of life, as they also face

higher mortality rates due to medical comorbidities (227) and an

increased risk of suicide (253). This not only increases the burden

on caregivers and families but also drives up healthcare costs due to

frequent hospitalizations and medical interventions. In many parts

of the world, these challenges are worsened by discriminatory

insurance policies, which limit coverage for mental health

treatment and create additional financial strain on patients and

their families (253, 264).

One of the biggest debates in BD treatment revolves around the

very concept of “mood stabilizers.” While lithium, valproate, and

carbamazepine were traditionally considered the gold standard,

newer research suggests that some atypical antipsychotics—such

as quetiapine and olanzapine—may meet many of the same criteria.

However, no single medication is effective against all phases of BD,

including manic, mixed, and depressive episodes, as well as rapid

cycling. In practice, antipsychotics tend to work more quickly

during acute mania and are particularly effective for psychotic

symptoms. However, each medication comes with its own set of

risks—for example, antipsychotics can increase the risk of metabolic

syndrome, while lithium can cause kidney and thyroid issues. As

already said, treating BD is inherently complex (240) and for

decades, treatment was built around the concept of mood

stabilizers, but in recent years, a wave of new research,

particularly on atypical antipsychotics, has reshaped the field. As

a result, clinicians must navigate numerous treatment

considerations, including drug interactions, contraindications, and

unexpected complications (244, 255–260). The definition of “mood

stabilizers” remains unclear. Research does not support the idea that

all traditionally labeled mood stabilizers—such as lithium,

valproate, and carbamazepine—are equally effective across all

phases of BD. Instead, newer studies highlight significant

limitations in their effectiveness. Even more concerning, some

aspects of BD may be resistant to treatment, a problem that has

only recently gained attention.

Another important problem is that not only the evidence is

limited concerning the treatment of specific facets and issues of BD

(5, 249, 250, 265, 266), but also continued scientific training and

reading are inadequate. Thus, research findings are not making it to

the everyday clinical practice. Focused educational intervention

might be necessary to change this attitude. Part of this problem is

reflected in the common practice among clinicians to use

medication based on a ‘class effect’. This means that they consider
Frontiers in Psychiatry 06
that a whole class of medications possesses a specific action. This

class effect is often considered in combination with a ‘syndromal

approach’ which means that irrespective of the nosological entity, a

specific kind of symptoms respond to a specific class of medication.

Many clinicians also follow a “syndromal approach”, assuming

that certain symptoms will respond to specific medication classes,

regardless of the underlying disorder. For example, some clinicians

assume that all antipsychotics work equally well for psychosis,

regardless of diagnosis, and that all antidepressants are equally

effective for depression. While this simplifies treatment decisions,

research has repeatedly disproven this approach, particularly in BD,

where the concept of mood stabilizers has been overly broad and

imprecise (243). The extent to which this outdated approach still

influences clinical practice worldwide is unclear, but it likely has a

significant impact on treatment outcomes. If clinicians were to shift

toward a more evidence-based approach, BD patients might see

better long-term outcomes.

With the introduction of second-generation antipsychotics

(SGAs), these medications have become a cornerstone of BD

treatment, aligning with current treatment guidelines. In contrast,

recent studies have cast doubt on the effectiveness of

antidepressants for BD, challenging their traditional role in

bipolar depression (261). Additionally, long-term treatment

strategies have become more complex, as research shows that

medications previously thought to be mood stabilizers may be

more effective for one mood state than the other (248) Given the

rapid pace of new research, it can be difficult for clinicians to stay

updated and integrate these findings into their daily practice. At the

same time, there is still limited data on the effectiveness of

psychosocial interventions in BD. While therapy and social

support play a role, their specific impact on BD symptoms

remains uncertain (30, 262).
4 Special issues
• While it is well established that gender-specific factors

influence the treatment and overall management of BD

(267–270), research in this area remains limited. This gap is

significant because the unmet needs of male and female

patients may differ, potentially affecting treatment

outcomes and quality of life (253, 267). Although BD-I is

equally common in both males and females (253), BD-II

appears to be more prevalent in females (269) as does

depressive predominant polarity (45). Females with BD

also tend to experience more rapid cycling, mixed

episodes, and dysphoric mania (252, 253, 271–273),

Additionally, they face higher rates of hypothyroidism

and a greater likelihood of comorbid personality disorders

(252, 253, 271–273). On the other hand, males with BD are

more likely to present with suicidality, psychotic features,

and a higher frequency of hospitalizations (253). One of the

most significant concerns in female BD patients revolves

around the reproductive cycle and its physiological impact
frontiersin.org

https://doi.org/10.3389/fpsyt.2025.1564004
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org


Fountoulakis et al. 10.3389/fpsyt.2025.1564004

Fron
on the disorder. Hormonal fluctuations throughout life—

during menstruation, pregnancy, postpartum, and

menopause—can all affect the course of BD and response

to treatment. Beyond reproductive concerns, females with

BD also appear to be at greater risk for specific medication-

related side effects, including weight gain (274, 275) and, in

severe cases, extreme obesity (276). Long-term use of

certain medications, particularly those that elevate

prolactin levels, may lead to a decrease in bone mineral

density due to prolonged hyperprolactinemia (277). In

some cases, this can even result in a hypogonadal state,

further complicating overall health and treatment

considerations (278). Despite these clear gender-based

differences in symptoms, treatment response, and side

effects, research on how to tailor BD management by

gender remains insufficient. Addressing these knowledge

gaps could lead to more effective, personalized treatment

strategies that better meet the unique needs of both males

and females.

• One of the most pressing concerns for females with BD is

the risk of unplanned pregnancy (279). Given the potential

impact of pregnancy on both the course of BD and

treatment safety, females of childbearing age should

receive comprehensive counseling on contraceptive

options, medication interactions, and the effects of

pregnancy and childbirth on their mental health.

Discussions should also cover safe treatment options

during pregnancy and breastfeeding, as well as the

emotional and physical stress of pregnancy and parenting.

Additionally, the potential risks and benefits of specific

medications during different stages of pregnancy should

be thoroughly explored to help patients make informed

decisions (280, 281). Certain BD medications—including

carbamazepine, oxcarbazepine, lamotrigine, and topiramate

—are known to increase the clearance rate of oral

contraceptives, potentially reducing their effectiveness.

Females taking these medications may require dose

adjustments or alternative contraceptive strategies as part

of their standard care plan. Failing to account for these

interactions can lead to contraceptive failure, increasing the

risk of unintended pregnancy and associated complications.

The postpartum period is one of the most vulnerable times

for women with BD, with the highest risk of illness

exacerbation occurring within the first 90 days after

delivery (269, 282–288). This period requires careful

monitoring and, in many cases, preventive treatment

strategies to reduce the likelihood of severe mood

episodes, which could impact both maternal well-being

and infant care. Given these complexities, reproductive

health should be an integral part of BD management for

women, ensuring they receive personalized guidance on

contraception, pregnancy planning, and postpartum care to

minimize risks and promote stability.
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• There is not much data concerning the point of view of

psychiatrists and therapists in general on the unmet needs

in the treatment of BD patients. However, mental health

professionals generally agree that both acute episode

management and long-term treatment could be improved

by focusing on better treatment effectiveness, increased

patient adherence, and enhanced long-term safety in

maintenance therapy. Among BD patients, those with

comorbid alcohol and/or substance use disorders are seen

as having the greatest unmet needs, followed closely by

those who experience rapid cycling (289). These

populations present unique challenges, often requiring

more intensive and specialized care, yet existing treatment

strategies may not adequately address their specific needs.

Surprisingly, only half of surveyed psychiatrists considered

treatment guidelines to be an essential part of their day-to-

day clinical decision-making. Even more unexpectedly, they

reported that clinical trial findings had the least influence

on their treatment choices. Additionally, only about one-

third of clinicians were familiar with large-scale practical

clinical trials or with scientific organizations and

associations related to BD (290, 291). These findings

highlight a critical gap between research and clinical

practice, suggesting a need for greater dissemination of

evidence-based knowledge and better integration of

research findings into real-world treatment approaches.

Bridging this gap could help ensure that patients receive

the most effective, scientifically supported care while also

addressing the complex challenges that come with

managing BD.

• The point of view of patients and caregivers might vary

considerably from the point of view of mental health

professionals (292). One of the key factors contributing to

poor treatment adherence is that clinical research often fails

to focus on the unmet needs that patients themselves

experience. As a result, real-world challenges are not

always addressed, leaving gaps between what research

prioritizes and what truly impacts daily life for those living

with BD (293). There is also a significant disconnect between

how mental health professionals interpret the evidence

supporting different BD treatments and how patients

perceive the impact of these treatments in their own lives

(294). This mismatch can lead to frustration, dissatisfaction,

and disengagement from care, making it even harder to

achieve long-term stability. If the true measure of treatment

success is based on patients’ self-reported quality of life,

research presents a concerning reality. Studies show that

individuals with severe mental illness, including BD,

frequently report dissatisfaction with their social lives,

overall health, and the level of support they receive. Many

express that their unmet needs go beyond medication,

extending to case management services, social and

recreational opportunities, and vocational rehabilitation—
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all of which are crucial for achieving meaningful recovery

and reintegration into society (295). Bridging the gap

between clinical priorities and real-world patient needs

requires a more patient-centered approach, ensuring that

treatment strategies focus not only on symptom control but

also on improving overall well-being, daily functioning, and

quality of life.

• Poor treatment adherence is a major challenge in mental

health care, particularly in BD, where it is strongly linked to

worse outcomes (296, 297) Depending on how adherence is

defined and the setting in which it is studied, research

suggests that between one-third and two-thirds of BD

patients do not consistently follow their prescribed

treatment plans (297–299). One of the primary reasons

for non-adherence is the side effects of medications, which

can be difficult for patients to tolerate over long periods.

Additionally, some individuals are reluctant to give up the

experience of manic or hypomanic episodes, especially

hypomania, which can bring increased energy, creativity,

and euphoria—making it difficult for patients to fully

commit to treatment that dampens these states (300).

Another significant barrier to adherence is a lack of

understanding about BD management. Many patients and

their families do not fully grasp the long-term nature of the

disorder, the importance of maintenance treatment, or the

need for regular follow-up care. Without this awareness,

treatment adherence can become inconsistent, increasing

the risk of relapse and worsening symptoms (22).

Addressing these challenges requires a combination of

patient education, open communication about side effects,

and individualized treatment plans that consider both

clinical effectiveness and patient preferences. A more

collaborative approach between patients, families, and

healthcare providers may help improve adherence and

lead to better long-term stability and quality of life for

those living with BD.
5 Defining the clinical parameters to
take into consideration

The key clinical and therapeutic challenges in BD have been

outlined above. However, in real-world practice, these challenges

often appear in unique and unpredictable combinations, which do

not always fit neatly into the categories defined by modern

classification systems. This makes it difficult to apply a one-size-

fits-all approach to diagnosis and treatment. While it would be ideal

to treat the full spectrum of symptoms as a whole rather than

focusing on specific symptom clusters, current research does not

always provide enough evidence to support this broader approach.

Despite these limitations, it remains crucial to carefully examine the

available literature when developing treatment guidelines, ensuring
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that they directly address these real-world complexities and provide

practical solutions for clinicians.
6 Search of the literature and type of
studies

There are three primary approaches to developing a knowledge

base for BD treatment guidelines (301):
6.1 Expert opinion

This method is straightforward and convenient, relying on the

insights of experienced professionals. However, it comes with

significant risks, including the reinforcement of outdated

assumptions, personal biases, and treatment approaches that may

not align with the latest research findings.
6.2 Clinician surveys

Gathering input from a broad range of practicing clinicians can

result in practical, real-world guidelines that reflect the challenges of

everyday patient care. However, this approach is also prone to bias,

as it may be influenced by individual experiences, unscientific

beliefs, and variations in clinical training.
6.3 Systematic literature reviews

Examining existing research is the most scientifically rigorous

way to develop guidelines, though it can take various forms. In the

past, selective literature reviews were common, but today,

systematic reviews are the gold standard. These reviews aim to

incorporate all relevant research, minimizing personal bias and

ensuring greater scientific credibility and broader acceptance. The

PRISMAmethod is widely recognized as the most reliable approach

for conducting systematic reviews and reporting of their process

and results, as it ensures transparency, comprehensiveness, and

methodological rigor (302–305).

While each approach has its strengths and limitations, the most

reliable and widely accepted guidelines are those that rely on

systematic reviews, ensuring that treatment recommendations are

based on the best available evidence rather than personal or

anecdotal experience. When conducting literature reviews to

develop evidence-based treatment guidelines for BD, different

types of research papers can be targeted. However, the most

critical sources of information are Randomized Controlled Trials

(RCTs). These studies may be either placebo-controlled or involve

head-to-head comparisons with established treatment options.

They can also focus on monotherapy (a single treatment) or

combination strategies, such as add-on therapy or polypharmacy.
frontiersin.org

https://doi.org/10.3389/fpsyt.2025.1564004
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org


Fountoulakis et al. 10.3389/fpsyt.2025.1564004
The distinction between add-on therapy and combination

therapy is important. Combination therapy is tested in a general

patient population, meaning the study includes both treatment-

responsive and treatment-resistant patients. In contrast, add-on

therapy specifically involves patients who have already shown

resistance to treatment. A second agent is then added to

determine whether it enhances effectiveness.

Another crucial aspect of interpreting research findings is

understanding the difference between “failed” and “negative” trials”.

A failed trial occurs when a study does not detect a positive treatment

effect, even if one actually exists. This often happens due to issues

such as an inappropriate study sample, such as testing a treatment on

chronic patients who may not respond to the intervention. In

contrast, a negative trial occurs when a treatment is genuinely

ineffective, as determined by a well-designed study with an

appropriate patient sample and methodology.

A classic example of a failed study is a three-arm study, where

one group receives the new treatment, another receives an

established treatment, and the third receives a placebo. If neither

the new treatment nor the established treatment shows a meaningful

difference from placebo, the trial is considered failed rather than

negative—since it is likely that factors such as poor study design or

patient selection interfered with the results. Unfortunately, outside of

three-arm studies, it is extremely difficult—if not impossible—to

distinguish between failed and negative studies in two-arm trials

(where only the new treatment and placebo are compared). This

often leads to the interchangeable use of the terms “failed” and

“negative”, even though they describe different scenarios.

Beyond primary RCTs, post-hoc analyses can provide valuable

insights that may not be explicitly addressed in the original study

publication. However, a major limitation is that most post-hoc

analyses are not pre-registered, making them vulnerable to

selective reporting bias—where only the most favorable or

significant findings are published.

Meta-analyses are another important source of information, but

they are often overvalued. The sheer number of meta-analytical

studies being published today is overwhelming, and many are of

poor quality, sometimes leading to misleading conclusions. One

common issue is that meta-analyses using raw scores instead of

standardized mean differences (ratio of raw score change to

standard deviation) are highly likely to produce misleading results

because very often, large differences in terms of raw scores are

accompanied by large standard deviations; the use of standardized

mean difference might even reverse the results. Additionally, when

studies vary significantly in their methodology, the combined

conclusions from meta-analyses can differ both from each other

and from the original findings of RCTs (306, 307).

Unpublished studies can sometimes be found in research

repositories, but interpreting their results requires expertise. Many

studies remain unpublished or are canceled due to negative interim

findings, insufficient funding, or recruitment challenges. While

these studies can still offer valuable insights, they should be

approached with caution and critical analysis to determine why

they were never formally published.
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In summary, while systematic reviews of the literature provide

essential insights for treatment guidelines, not all studies carry

the same weight. RCTs remain the gold standard, but

understanding nuances such as failed vs. negative trials, post-hoc

biases, and limitations of meta-analyses is crucial for ensuring

that treatment recommendations are truly evidence-based and

clinically relevant.

To ensure a comprehensive and reliable review of the literature

when developing BD treatment guidelines, search strategies should

follow a structured approach that includes multiple sources and

verification methods.
• Using Appropriate Keywords – A well-defined keyword

strategy is essential to capture all relevant studies on

BD treatments.

• Searching Key Research Databases – At a minimum,

literature reviews should include searches in major

medical and psychological research repositories, such as

PubMed/Medline, Scopus, and PsycINFO. These databases

contain peer-reviewed studies, systematic reviews, and

meta-analyses that form the backbone of evidence-

based guidelines.

• Reviewing Clinical Trial Registries – Websites that list

clinical trials should also be searched, including

ClinicalTrials.gov (http://clinicaltrials.gov) and Clinical

Study Results (http://www.clinicalstudyresults.org).

Additionally, the official websites of pharmaceutical

companies producing medications for BD should be

reviewed. These sources provide original pre-registered study

protocols, detailing the primary and secondary outcomes of

clinical trials. Such information can help identify cases of

misleading reporting in published studies—for instance, the

discrepancies seen in publications on lamotrigine for acute

bipolar depression (308).

• Examining Reference Lists of Relevant Reviews and

Guidelines – Reviewing the citations in existing systematic

reviews and previously published treatment guidelines can

help identify key studies that may not appear in a standard

database search.

• Determining Language Inclusion Criteria – A decision must

be made about whether to restrict searches to English-

language publications or include studies in other languages,

depending on the availability of resources for accurate

translation. Important findings from non-English sources

could contribute valuable insights if they can be

reliably translated.

• Seeking Additional Unpublished Data – In some cases,

unpublished research, particularly from pharmaceutical

manufacturers or study authors, can provide critical

information that is missing from published literature.

These sources may contain data from studies that were

never published due to negative results, funding issues, or

recruitment difficulties, offering a more complete picture of

treatment effectiveness and safety.
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7 Methods to grade the findings in the
literature

The process of grading medical evidence and formulating

clinical recommendations has been in use since the early 1980s

(309). All grading systems aim to assess the quality of available data

and determine how confidently the benefits of a treatment outweigh

its risks. Factors such as patient values and preferences are also

considered, though in this particular framework, cost was not taken

into account by the workgroup.

In 1992, a five-step approach was introduced to streamline

individual-level clinical decision-making, and by 2005, it was

formally published as a structured guideline (310). These five

steps include:
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• Formulating a Clear, Answerable Question – The first step

is to define a precise and well-structured question that

avoids ambiguity and uncertainty. A well-formulated

question ensures that research efforts are focused and

effective in addressing specific clinical concerns (311, 312).

• Conducting a Systematic Search for Evidence – A

comprehensive and methodically structured search should

be conducted to identify all relevant research on the topic,

ensuring that no key evidence is overlooked (313).

• Critically Reviewing and Classifying the Evidence – Once

relevant studies are gathered, they must be carefully

evaluated for quality, considering factors such as

systematic errors, different types of bias, confounding

factors, reliability, and validity. Additionally, the clinical

significance and generalizability of the findings must be

taken into account, as results from a highly controlled study

may not always translate directly to real-world clinical

practice (314, 315).

• Applying the Findings in Clinical Practice – After assessing

the evidence, the results must be translated into practical

treatment recommendations, ensuring they align with

patient needs, safety considerations, and therapeutic goals.

• Evaluating Performance and Outcomes – Finally, it is

essential to monitor and assess how well the implemented

guidelines perform in actual clinical practice. This includes

tracking patient outcomes, treatment adherence, and any

emerging concerns, allowing for continuous improvement

and refinement of recommendations (316–319).
By following this structured approach, treatment guidelines can

be developed in a way that ensures scientific rigor, clinical relevance,

and practical applicability, ultimately improving the quality of care

for individuals living with bipolar disorder.

Evaluating the quality of evidence is a crucial step in developing

treatment guidelines for BD. The strength of evidence is determined

by how well studies minimize biases that can distort research

findings. As already discussed, the gold standard in medical

research includes triple-blind, placebo-controlled trials with

al locat ion concealment and complete fol low-up in a

homogeneous patient population. These studies are considered to
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provide the highest level of evidence, whereas case reports rank the

lowest. While expert opinion can be valuable in shaping guidelines,

it should not be considered a source of scientific evidence (320).

Several grading systems have been developed by various

organizations to assess the quality of evidence. Among the most

widely used are:
• The U.S. Preventive Services Task Force (USPSTF) – A

system designed to evaluate the strength of clinical evidence

and inform preventive healthcare recommendations

(321, 322).

• The Oxford Centre for Evidence-Based Medicine (OCEBM)

Levels of Evidence – A framework useful for grading

diagnostic tests, prognostic markers, and treatment risks

(323). This system played a role in the development of the

BCLC staging system for hepatocellular carcinoma in

Canada (324).

• The PORT Method (Patient Outcomes Research Team) –

Used by the World Federation of Societies of Biological

Psychiatry (WFSBP) in formulating their bipolar disorder

guidelines (325) (326–328). In 1992, the Agency for Health

Care Policy and Research (AHCPR) and the National

Institute of Mental Health (NIMH) collaborated to

establish the PORT for Schizophrenia, adopting similar

criteria to those used in the AHCPR Depression Guidelines.
Among modern grading systems, the GRADE Method (Grading

of Recommendations Assessment, Development, and Evaluation) is

one of the most widely adopted approaches for guideline

development (329, 330) A key feature of GRADE is that it

separates the quality of evidence from the strength of

recommendations. It emphasizes the importance of defining a clear

clinical question, including four essential components: patient

population, intervention, comparison, and outcomes of interest

(331) It also categorizes outcomes based on their relevance to

clinical decision-making, prioritizing those that are critical for

treatment recommendations over those that are less significant (332).

The GRADE system evaluates evidence quality based on:
• Study limitations (e.g., lack of allocation concealment

or blinding).

• Inconsistency of results.

• Indirectness of evidence.

• Imprecision in findings.

• Reporting bias (333–338).
Under certain conditions, evidence quality can be upgraded—

for example, if a study demonstrates an exceptionally strong

treatment effect (339). While GRADE provides a robust method

for grading a wide range of evidence sources, it is less effective for

evaluating datasets that focus solely on RCTs—such as those used in

the current bipolar disorder guidelines. According to GRADE

criteria, the evidence supporting the current guideline effort is

considered high quality, with only two potential limitations: large

losses to follow-up and early trial termination due to treatment
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benefits or failure to report outcomes. The GRADE method

provides guidance to grade the data from a variety of sources

(340), but it is not sensitive for datasets that focus solely on RCTs

like the dataset of the current workgroup. According to the GRADE

grading system, all the data included in the current effort to develop

guidelines are of high quality. From the limitations recognized by

the GRADE (lack of allocation concealment, lack of blinding, large

losses to follow-up, failure to adhere to an intention to treat analysis

and stopping early for benefit or failure to report outcomes) only

large losses to follow-up and stopping early for benefit or failure to

report outcomes could apply to the current study.

The most recent grading system was developed by the CINP

Bipolar Guidelines Workgroup (341). This method was specifically
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designed to evaluate evidence from RCTs, post-hoc analyses, and

meta-analyses, as no existing grading system had been developed

for this purpose. While traditional grading systems rank RCTs and

meta-analyses as the highest levels of evidence, they do not

distinguish between conflicting results, inconsistencies between

RCTs and meta-analyses, or findings derived only from secondary

outcomes. The CINP system addresses these gaps by integrating a

detailed evaluation of treatment efficacy across studies.

A comparative overview of these grading methods is presented

in Table 3, while Table 4 summarizes the different approaches for

developing treatment recommendations.

For example, all systems exept for the CINP are either to crude

or are calibrated for use with lower quality data. Especially the
TABLE 3 Comparative presentation of different grading methods.

USPSTF OCEBM GRADE PORT CINP

Systematic
review of
randomized
trials or n-of-
1 trials

High quality

Level A: Good
research-based
evidence, with some
expert opinion, to
support
the recommendation

Level1: Good research-based evidence, supported
by at least 2 placebo controlled studies of
sufficient magnitude and good quality. In case of
the presence of negative RCTs, positive RCTs
should outnumber negative ones

Level I: Evidence obtained from at least
one properly designed randomized
controlled trial.

Randomized
trial or
observational
study with
dramatic effect

Level 2: Fair research-based evidence, from one
randomised, double-blind placebo controlled
trial.
Also in case one or more trials exist, however,
they fail to fulfil all the criteria above (e.g., very
small sample size or no placebo control) as well
as in case of positive meta-analysis alone.

Level 3: Some evidence from comparative studies
without placebo arm or from post-hoc analyses.

Level II-1: Evidence obtained from well-
designed controlled trials
without randomization.

Medium quality

Level B: Fair
research-based
evidence, with
substantial expert
opinion, to support
the recommendation

Level 4: Inconclusive data or poor quality
of RCTs

Non-
randomized
controlled
cohort/follow-
up study

Low quality

Level II-2: Evidence obtained from well-
designed cohort or case-control analytic
studies, preferably from more than one
center or research group.

Case-series,
case-control
studies, or
historically
controlled
studies

Very low quality

Level II-3: Evidence obtained from
multiple time series designs with or
without the intervention. Dramatic
results in uncontrolled trials might also
be regarded as this type of evidence.

Mechanism-
based
reasoning

Level C:
Recommendation
based primarily on
expert opinion, with
minimal research-
based evidence, but
significant
clinical experience

Level III: Opinions of respected
authorities, based on clinical experience,
descriptive studies, or reports of
expert committees.

Level 5: negative data
USPSTF, U.S. Preventive Services Task Force.
OCEBM, Oxford (UK) Center for Evidence Based Medicine.
GRADE, Grading of Recommendations Assessment, Development and Evaluation) for the development of guidelines.
PORT, Patient Outcomes Research Team.
CINP, International College of Neuropsychopharmacology.
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USPSTF can not distinguish between scenarios with different

admixture of positive and negative RCTs and meta-analyses. The

greatest problem today is to rank the evidence that come from such

combinations, and only the CINP method provides three levels

concerning that specific area of available evidence (301, 342).
8 Study design and outcome
The complexity of BD presents significant challenges in

treatment research, starting with the very definitions used in

clinical trials. While it is relatively straightforward to define acute

episodes, whether manic, hypomanic, or depressive, other terms—

such as continuation and maintenance treatment—are often used

interchangeably in randomized controlled trials (RCTs), leading to

confusion (51, 343). By strict definition, continuation treatment

lasts up to 12 months and is intended to sustain recovery from an

acute episode until the point at which the episode would have

naturally resolved. In contrast, maintenance treatment is designed

to prevent future episodes and typically extends for several years

beyond the continuation phase. However, a major challenge is that

very few patients in RCTs achieve complete remission, making it

difficult to clearly distinguish relapse from recurrence and

continuation from maintenance treatment (344). In RCT

terminology, the terms relapse and maintenance are preferred.
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However, the U.S. Food and Drug Administration (FDA) accepts

data from patients who have been in remission for less than two

months, further blurring the line between continuation and

maintenance treatment (345). Even the term relapse is

problematic in BD. Traditionally, a relapse is defined as the

return of symptoms of the same polarity as the original episode,

usually within the first few months of improvement. However,

given the polymorphic nature of BD, this definition may be too

restrictive, as it excludes cases where an episode of the opposite

polarity emerges early in recovery. Licensing authorities tend to

accept the broader definition, which includes opposite-pole relapses

as part of the overall relapse rate. This variability in definitions also

complicates the ability to define treatment resistance and

refractoriness in BD (5, 11, 346). Another important concept in

BD research is the index episode, referring to the acute episode that

leads to a patient’s enrollment in a maintenance trial. Most

maintenance trials follow an enriched study design, meaning that

only patients who initially responded to a specific treatment during

the acute phase are included in the double-blind maintenance

phase. This design has important consequences. First, it biases the

study sample toward patients with a specific predominant polarity

(e.g., those more prone to mania or depression). Second, it favors

patients who have already shown a good response to the medication

being tested. As a result, findings from these trials may not apply to

the general BD population, particularly patients who do not

continue with the same medication in the maintenance phase or

those who require a switch to another treatment (347, 348). These

limitations make it difficult to translate research findings into real-

world clinical practice, underscoring the need for more inclusive

study designs that reflect the diverse and unpredictable course

of BD.

The majority of BD treatment research focuses on measuring

changes in symptom severity using standardized rating scales.

While this approach provides valuable insights into short-term

symptom relief, it often overlooks other critical aspects of patient

well-being, such as disability, quality of life, caregiver burden, and

economic impact. These factors are just as important in

determining the long-term success of treatment, yet they remain

understudied in clinical trials. Most experts agree that current BD

treatments are more effective at reducing symptoms than at

addressing functional impairment and overall long-term

outcomes (296, 349–351). This gap in treatment effectiveness is

particularly concerning in bipolar depression, which is notoriously

difficult to treat and associated with a high risk of suicide (10, 11, 24,

251, 350, 352, 353) and profound and lasting functional

impairment (354).

Beyond its impact on mental health, bipolar depression often

leads to profound and long-lasting functional impairment, making

it one of the most challenging phases of BD to manage (354). To

improve real-world outcomes, future research should focus not only

on symptom reduction but also on strategies to enhance overall

functioning, reduce disability, and improve quality of life. This shift

would provide a more comprehensive understanding of treatment

effectiveness and help develop more patient-centered approaches to

managing BD.
TABLE 4 Comparative presentation of recommendation methods.

USPSTF GRADE CINP

Level A: Good scientific evidence
suggests that the benefits of the
clinical service substantially
outweigh the potential risks.

Strong

Good or fair research-
based evidence (level 1
or 2) plus very good
tolerability (level 1)

Level B: At least fair scientific
evidence suggests that the benefits
of the clinical service outweighs the
potential risks.

Level C: At least fair scientific
evidence suggests that there are
benefits provided by the clinical
service, but the balance between
benefits and risks are too close for
making general recommendations.

Weak

Good or fair research-
based evidence (level 1
or 2) plus moderate
tolerability (level 2)

Level D: At least fair scientific
evidence suggests that the risks of
the clinical service outweighs
potential benefits.

Some evidence from
comparative studies
without placebo arm or
from post-hoc analyses
(level 3) plus very good
or moderate tolerability
(level 1 or 2).

Level I: Scientific evidence is
lacking, of poor quality, or
conflicting, such that the risk
versus benefit balance cannot
be assessed.

Inconclusive data or
poor quality of RCTs
(level 4) plus poor
tolerability (level 3)

Not recommended
USPSTF, U.S. Preventive Services Task Force.
GRADE, Grading of Recommendations Assessment, Development and Evaluation) for the
development of guidelines.
CINP, International College of Neuropsychopharmacology.
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The vast majority of randomized controlled trials (RCTs) in BD

treatment are industry-sponsored, meaning their primary goal is to

obtain regulatory approval for a medication. As a result, these

studies are designed to focus on specific, standardized outcome

measures that align with the approval process, rather than broader

aspects of patient well-being and real-world effectiveness. In acute-

phase trials, the primary outcome is almost always the change in

total score on a symptom severity scale, such as the Young Mania

Rating Scale (YMRS), Mania Rating Scale (MRS), Montgomery-

Åsberg Depression Rating Scale (MADRS), or Hamilton Depression

Rating Scale (HAM-D). Other clinical measures, such as the

Clinical Global Impressions (CGI) scale or the Positive and

Negative Syndrome Scale (PANSS), are typically included as

secondary outcomes. Additionally, response rates (percentage of

patients who show significant symptom improvement) and

remission rates (patients achieving minimal symptoms) are

almost always secondary outcomes. For maintenance studies, the

most common primary outcome is relapse into a mood episode,

which helps assess how well a treatment prevents recurrence over

time. However, rarely do these studies measure broader, real-world

aspects of BD, such as general impairment, neurocognitive function,

social and occupational quality of life, or long-term daily

functioning. While the current outcome measures are useful for

determining whether a drug is effective, they often fail to capture the

full spectrum of what truly matters in clinical practice. Long-term

success in BD treatment is not just about symptom reduction but

also about improving daily life, enhancing functional recovery, and

supporting overall well-being. Expanding the scope of clinical trials

to include these aspects would lead to more meaningful treatment

insights and better align research with the actual needs of patients

and clinicians.

While including too many assessment scales in RCTs can create

challenges in trial completion, it is crucial to prioritize scales that

are most relevant to everyday clinical practice. Instead of relying

solely on global symptom scores, trial reports should provide

detailed insights into which specific BD features and specifiers

respond to a given treatment. At the same time, trial feasibility

and costs must be carefully balanced against the potential research

benefits. A well-designed study should incorporate clinically

meaningful measures without overwhelming participants or

compromising trial efficiency.

Future RCTs should focus on outcomes that reflect real-world

challenges, including mixed features, anxiety, psychotic symptoms,

neurocognitive impairment, and disability. Currently, data on

mixed features in acute bipolar depression are scarce, with most

findings on mixed episodes coming from acute mania trials. At the

same time, trial design should minimize the burden on both

patients and researchers by avoiding unnecessary assessments,

ensuring that RCTs remain both comprehensive and feasible.

One key concern in BD research is the duration of the

continuation phase before transitioning into maintenance

treatment, which is often too short to ensure long-term stability.

This issue is particularly evident in acute-phase studies, especially

for bipolar depression trials. A clear example is seen in studies on
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aripiprazole, where results were positive at week 6 but negative by

the study endpoint at week 8 (355). This suggests that at least 8

weeks is needed in acute bipolar depression trials to capture true

and lasting improvement. However, some medications have still

gained approval based on studies as short as 6 weeks, raising

concerns about the adequacy of current trial durations in

assessing long-term effectiveness (356).

While enriched study designs help determine whether a

medication remains effective long-term for patients who initially

responded during the acute phase, they do not clarify whether it

offers broader prophylactic benefits—particularly for patients who

responded to a different treatment during the acute phase. Although

many acute-phase treatments seem to provide ongoing benefits in

maintenance therapy, it remains uncertain whether this applies to

all medications. As a result, the generalizability of maintenance

treatment efficacy beyond those who initially responded to a given

agent is still largely unknown.

A three-week study duration for acute mania is likely

insufficient, yet it remains the standard in most randomized

controlled trials (RCTs). A more effective approach would be a

12-week study design for both acute mania and bipolar depression

trials, allowing researchers to assess both manic and depressive

symptoms, which frequently co-occur. While the use of placebo

controls is scientifically valid, including a third arm with an active

comparator would enhance assay sensitivity, providing more

meaningful comparisons and improving the reliability of study

findings (357).

Despite the availability of data, both authors and manufacturers

often choose not to disclose certain findings. This includes key

outcomes such as a treatment’s impact on core manic or

depressive symptoms, mixed features, psychotic symptoms, and

rapid cycling. In many cases, only p-values are reported without

means and standard deviations, while in other instances, means are

provided without statistical significance markers, leading to

confusion in interpretation. Additionally, some studies report total

scale scores, such as the PANSS total score, without offering a

detailed breakdown of symptom domains, making it difficult to

assess specific treatment effects. Another concern is the lack of

transparency in sample sizes. Often, data are missing for portions

of the study population, leading to varying sample sizes for different

outcomes—yet this is not always clearly stated. A particularly

unacceptable practice is seen in studies on mixed episodes, where

only the effect of treatment on manic symptoms is reported, while

the impact on depressive symptoms is omitted. This selective

reporting limits clinicians’ ability to make informed decisions,

emphasizing the need for greater transparency and comprehensive

data presentation in BD research.

Making raw data accessible to the scientific community could

lead to major advancements in our understanding of BD without

requiring new and costly research. A more exhaustive analysis of

existing data could provide valuable insights, improve treatment

strategies, and enhance the real-world applicability of findings.

Additionally, open access to data would help eliminate

publication bias and improve the reliability of research conclusions.
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A review of the literature suggests that study results are reported

inconsistently, often lacking a uniform structure despite the

existence of general reporting templates (9, 301, 341, 342). This

inconsistency creates significant challenges when attempting to

extract data for meta-analyses. Frequently, important details are

missing, such as scores on the positive symptom subscale of the

PANSS, while less critical information, like the total PANSS score, is

provided instead. Most studies rely on the Last Observation Carried

Forward (LOCF) approach, while a smaller number use the Mixed-

Effect Model Repeated Measure (MMRM) method. In some cases,

results are selectively reported from either model, despite each

having its own strengths and limitations (358). Another notable

issue is the inconsistency in reported sample sizes across different

publications of the same original study. This lack of clarity further

complicates data interpretation and comparison. To improve the

quality and transparency of research, it is essential for study reports

to adhere to CONSORT guidelines, ensuring that data is accurately

and consistently presented for both researchers and clinicians.
9 Development of the actual guideline

One of the biggest challenges in developing treatment guidelines

for BD is that research tends to treat BD as a collection of separate,

independent phases, rather than as a single, interconnected disorder.

This creates a critical dilemma for both clinicians and guideline

developers: how should maintenance treatment be determined if a

patient responded well to an acute-phase treatment, but there is little

to no data on its long-term preventive effects—or worse if existing

data suggest negative outcomes in the long run? For example,

consider a patient who successfully responded to haloperidol for

an acute manic episode. However, if this patient’s history shows that

most of their past mood episodes were depressive, depression will

likely remain the predominant issue in the future. This puts the

clinician in a difficult position: should they add another medication

with proven efficacy in preventing depressive episodes, such as

quetiapine, resulting in combination therapy? Or should they

switch to monotherapy with a drug that offers prophylactic

protection against both manic and depressive episodes? There is

no clear answer, and expert opinions vary, especially since most

maintenance trials use enriched study samples—meaning that they

only include patients who initially responded to the tested

medication during the acute phase. This makes it even harder to

determine what to do for patients who did not respond well to first-

line treatment. Should the clinician switch medications, which might

prolong suffering due to delayed stabilization? Or should they add

another agent, increasing the risk of polypharmacy and side effects?

Future research should prioritize finding solutions to these

challenges. Ideally, all treatment options should be tested across all

phases and clinical features of BD, so that those with the broadest

efficacy are given priority in clinical use. Of course, even when

broader efficacy is established, safety and tolerability concerns can

further complicate treatment decisions, making it crucial to weigh

both effectiveness and long-term patient well-being (5, 11, 346).
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Designing the format of treatment guidelines presents its own set

of challenges. One possible approach is to develop a precise, step-by-

step algorithm based entirely on scientific evidence. This algorithm

would be the final stage of guideline development, following the

grading of available data and treatment recommendations. Such an

algorithm would be strictly data-driven, providing clear and precise

treatment pathways. However, it would likely be limited in its real-

world clinical applicability. There would be no flexibility to

accommodate individual patient nuances, as evidence-based

decision-making would take absolute priority over clinical intuition

or practical considerations. While it would reflect the most current

state of scientific knowledge, it would lack the adaptability needed for

everyday clinical practice, making its implementation challenging.

Clinicians interested in using such a model would need to

understand both its strengths and its limitations. Given the

complexity of bipolar disorder treatment, such an algorithm may

end up being so intricate that it could only be effectively applied

through a digital tool, such as a mobile application, to guide decision-

making in real-time.

An alternative approach to developing BD treatment guidelines

is to incorporate clinical wisdom alongside research evidence. While

this method introduces the risk of biases and, in some cases, may

even lead to overlooking certain research findings, it would likely be

more practical, easier to adopt, and more intuitive for clinicians in

real-world practice. For guidelines to be effective and widely

accepted, they should be rooted in solid research evidence while

also being adaptable to everyday clinical challenges. A rigid, purely

data-driven model may be scientifically sound but impractical,

whereas an approach that blends research with real-world insights

could enhance clinical decision-making and increase usability.

Although the core framework of such guidelines should remain

evidence-based, their interpretation and application should avoid

excessively rigid interpretations of research findings. Instead, they

should be structured in a way that acknowledges the complexity of

BD and allows clinicians to make well-informed, patient-centered

decisions without being constrained by an overly narrow or

impractical set of recommendations.
10 Economic considerations

Estimating the true economic cost of BD is incredibly

challenging due to its highly variable and unpredictable nature.

The financial burden extends far beyond the direct costs of

hospitalizations and medication—it also includes the expense of

healthcare infrastructure, the impact of comorbid medical

conditions, and indirect costs such as out-of-pocket expenses, lost

productivity due to work absences, and even premature death (359).

Because BD affects multiple aspects of a person’s life, its financial

toll is not easily captured by traditional healthcare cost analyses. A

comprehensive assessment must account for both short-term

medical expenses and long-term socioeconomic consequences,

ensuring that the full burden of the disorder is properly

recognized and addressed.
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In the UK, the total cost of BD was estimated at £2.055 billion in

1999/2000 prices (202). Notably, the majority of this cost (86%) was

due to productivity loss and unemployment, while only 10% was

directly related to National Health Service (NHS) expenses.

Medication costs in primary care were relatively low at £8.5

million, making up just 0.4% of the total cost and 4.3% of NHS-

related costs. However, a more recent analysis found that NHS costs

had doubled, with medication expenses rising disproportionately to

£25.2 million, accounting for 7.4% of NHS costs (360). In the

United States, medication costs were minimal throughout the 1990s

but increased significantly after 2000, eventually reaching 2% of the

total cost, although exact figures remain unclear (204, 361–363). In

Germany, the total annual cost of BD was estimated at 5.8 billion

euros, with a staggering 98% attributed to productivity loss (364).

Similar estimates have been reported worldwide, though figures

vary depending on prevalence rates, healthcare systems, and societal

structures (365–367). These findings highlight that the economic

impact of BD extends far beyond direct medical costs, with lost

productivity and unemployment being the largest financial burden,

reinforcing the need for effective long-term management strategies

to reduce both individual and societal costs.

While medication costs make up only a small fraction of the

total cost of BD (368), they play a critical role in managing the

illness. Effective pharmacological treatment is the foundation of BD

management, enabling the resolution of acute episodes, reducing

long-term impairment, and enhancing patient insight and

treatment adherence. By stabilizing symptoms, medication also

allows for other therapeutic interventions, such as psychotherapy,

rehabilitation, and social support, to be more effective. However, in

some parts of the world and during certain periods, medication

costs have risen disproportionately, raising economic concerns.

While cost-containment strategies—such as prioritizing cheaper

medications over newer treatments—may seem appealing, they

must be approached with caution. A short-term reduction in

medication expenses that disregards clinical evidence could

ultimately lead to a disproportionate increase in the total cost of

BD, as poorly managed treatment could result in higher rates of

hospitalization, disability, and lost productivity. Balancing cost

efficiency with clinical effectiveness is essential to ensuring both

financial sustainability and optimal patient outcomes.
11 Discussion

Just as BD is a complex and demanding condition to treat,

developing treatment guidelines for BD presents an equally

challenging task. Compared to more linear disorders such as

schizophrenia or unipolar depression, BD is inherently more

variable, requiring a more nuanced approach across all aspects of

research, clinical practice, and treatment planning. Its episodic

nature, diverse symptomatology, and fluctuating treatment needs

make it difficult to establish one-size-fits-all recommendations. As a

result, BD remains one of the most challenging psychiatric

conditions to address, both in clinical care and in the

development of structured treatment guidelines.
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Guidelines should carefully address the unmet clinical needs

that exist across all phases of BD, as these represent a key priority.

Treatment guidelines are only truly valuable when they lead to

improved outcomes, and this improvement must come from

directly tackling the gaps in current care. A review of the

literature suggests that early and accurate diagnosis, along with

better education for patients and their families, may be among the

most pressing unmet needs in bipolar disorder. However, research

has also highlighted other significant issues, not only in terms of

available treatment knowledge but also in the methods used to

conduct clinical research. Addressing these gaps should be a

fundamental goal in the development of more effective and

applicable treatment guidelines.

One key takeaway message is that existing research may already

hold answers to many clinical questions, including how to tailor

treatment for specific patient subgroups. This could encourage

guideline developers to rely heavily—if not entirely—on hard

scientific data. However, the literature often lacks exhaustive

analyses, and raw data are rarely made available. Maximizing the

use of already collected data could have a more immediate impact

on clinical practice than conducting new studies. Given the urgency

of improving treatment outcomes, making these data accessible and

conducting thorough analyses should be a priority for public health.

It is becoming increasingly clear that future RCTs should follow

a standardized design that captures the full complexity of bipolar

disorder. This means assessing manic, depressive, and psychotic

symptoms simultaneously across all phases of the illness.

Standardization would help reduce biases and inconsistencies that

often arise due to the way studies are currently conducted. Equally

important is the need for a uniform approach to reporting results.

At present, only a limited and often fragmented portion of trial

findings is made available, and it is not uncommon for different

reports of the same study to present slightly varying figures. This

raises concerns about the overall reliability of scientific reporting

and highlights the need for greater transparency. Beyond

summarizing and evaluating the evidence, treatment guidelines

should also serve as an educational tool, promoting best practices

and ensuring that clinicians have access to clear, consistent, and

reliable information to guide patient care.

How clinicians would best use guidelines is an open question

and difficult to answer. Simple logic and common sense dictate that

studying them and including them in their library of knowledge

will, by definition, improve clinical practice since it will improve the

base of knowledge one relies on, even if no specific step is followed

explicitly. Additionally, trying to chart individual cases on the

landscape of treatment strategies and trajectories that guidelines

provide, is expected to improve, at least partially, the outcome.

In conclusion, creating treatment guidelines for bipolar disorder

is a complex and demanding task. It requires a thorough review of

existing literature, including uncovering and analyzing unpublished

data to fully understand its implications. Beyond gathering

information, the real challenge lies in weaving together the

fragmented research, which often focuses on isolated aspects of

the disorder, into a cohesive framework for decision-making. A

well-developed guideline must bridge past knowledge with present
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clinical decisions while anticipating future challenges. It should not

only reflect the best available evidence but also provide a practical,

forward-thinking approach to managing the disorder in real-

world settings.

Apart from how guidelines should handle this fragmentation, it

is necessary for future research to adopt a different approach

and model of trial design; this should be more longitudinal

with multiple clinically informed primary outcomes and

interventions (341).
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