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ABSTRACT

Objective: Despite the availability of approved treatments, a substantial proportion of patients with bipolar disorder experience
treatment-resistant bipolar depression (TRBD), characterized by persistent depressive symptoms unresponsive to standard ther-
apies. However, a universally accepted definition of TRBD is lacking. This consensus document, developed by the International
Society for Bipolar Disorders (ISBD) Task Force on TRBD, aims to provide a standardized definition of TRBD to facilitate clinical
trials, research, and treatment strategies.

Methods: The Task Force employed a literature review, clinical trials analysis, and expert consensus meetings to define
TRBD.

Results: TRBD was defined as the failure to achieve a significant and sustained clinical response after at least two approved
and adequately dosed pharmacological treatments, administered for a sufficient duration with treatment adherence. For bipolar
I (BD-I) depression, approved treatments included quetiapine (300-600mg/day for >8weeks), lurasidone (20-120 mg/day for
> 6weeks), the combination of olanzapine (6-12mg/day) and fluoxetine (25-75mg/day for >8weeks), cariprazine (1.5-3mg/
day for > 6 weeks), and lumateperone (42 mg/day for > 6 weeks). For bipolar II (BD-II) depression, approved treatments included
quetiapine (300-600 mg/day for >8weeks) and lumateperone (42 mg/day for > 6 weeks).

Conclusion: This consensus definition aims to provide clarity for clinical trials, improve consistency in research, and guide
treatment approaches and inform regulatory pathways. It represents a foundational step in addressing the unmet needs in TRBD
and promoting the development of innovative therapeutic strategies. Future efforts will focus on adapting the definition to better
align with real-world clinical challenges and optimize patient care.
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1 | Introduction

Depression is the major challenge in the management of bipo-
lar disorder (BD) [1]. Unlike unipolar depression, bipolar de-
pression alternates with periods of mania or hypomania, which
adds complexity to its management [2]. BD affects approxi-
mately 1%-2% of the global population, with bipolar depression
accounting for the major proportion of the disease burden [3].
Depressive episodes not only diminish quality of life and func-
tioning but also significantly increase all-cause mortality risk,
including suicide [4].

The significant and disproportionate burden of depressive
symptoms in BD can be attributed to several factors, includ-
ing the challenge of achieving a prompt therapeutic response
during acute depressive episodes [5]. Misdiagnosis of bipolar
depression is also common, often due to overlapping symp-
toms with other disorders, diverse phenotypic presentation [6]
and the delayed recognition of manic or hypomanic episodes
[7]. These factors lead to prolonged untreated [8] or improperly
treated illness [9] and increase the risk of treatment-emergent
affective switching, particularly in the absence of a mood sta-
bilizer, thereby worsening disease progression and impairing
treatment response [10].

Five medications have been approved for the treatment of bi-
polar depression. In the United States, the Food and Drug
Administration (FDA) approved quetiapine, lurasidone, and the
combination of olanzapine and fluoxetine; more recently, it ap-
proved cariprazine and lumateperone. Similarly, the European
Medicines Agency (EMA) has approved quetiapine for this
indication. The Japanese medication regulatory agency, the
Pharmaceuticals and Medical Devices Agency (PMDA) also ap-
proved olanzapine monotherapy [11]. While all approved med-
ications are available for treating BD type I (BD-I) depression,
only quetiapine and lumateperone are specifically approved
for BD type II (BD-II) depression. However, in clinical practice
and guidelines, there is widespread use of off-label treatments
for bipolar depression, including antidepressants [12, 13], mood
stabilizers such as lithium and lamotrigine, and other atypical
antipsychotics [14-16].

Although there are approved and guideline-recommended
medications for bipolar depression, a significant unmet need
remains in effectively addressing its treatment. Achieving im-
provement often necessitates the use of multiple drug classes in
combination; yet this approach does not always guarantee clini-
cally meaningful improvement in depressive symptoms.

Indeed, approximately 25% of patients experience treatment-
resistant bipolar depression (TRBD), defined by severe,
persistent depressive symptoms unresponsive to standard treat-
ments [17]. TRBD is characterized by significant heterogeneity,
influenced by factors such as genetic predisposition, bipolar
subtype distinctions [18, 19], rapid cycling course, cognitive im-
pairments, and increased suicide risk [20]. Comorbid psychiatric
and physical conditions, including anxiety, substance use disor-
ders, metabolic syndrome, and cardiovascular disease [21], fur-
ther compound this complexity, resulting in diverse depressive
phenotypes and challenges in achieving uniform therapeutic
responses. Some authors have argued that clinical formulation

is a pragmatic way to individualize treatment in such circum-
stances [22].

Similar to treatment-resistant Major Depressive Disorder
(MDD), no universal and validated definition of TRBD exists
[23]. This absence complicates prevalence estimates and hinders
the development of precise treatment strategies.

A consensus definition of TRBD is essential for several rea-
sons. It would provide a basis for reliable diagnosis, enable in-
terpretable research results, and ensure uniformity in clinical
trials and regulatory submissions. Such standardization could
also improve estimates for research and development (R&D),
facilitate clinical decision-making, and inform reimburse-
ment policies. Furthermore, defining TRBD with clinical and
predictive validity could support the development of innova-
tive therapeutic interventions tailored to individual patient
profiles.

Recognizing these challenges, the International Society for
Bipolar Disorders (ISBD) Task Force on TRBD was established.
The Task Force aims to refine the definition of TRBD, identify
mechanisms underlying treatment resistance, develop evidence-
based guidelines for clinicians, researchers, regulators, and
the industry, and promote research into novel therapeutic ap-
proaches. This report focuses on establishing a clear definition
of TRBD and providing initial evidence-based management
recommendations. While the Task Force's mandate includes
broader aims (e.g., identifying biological mechanisms and pro-
moting novel therapies), the present manuscript addresses the
definition and clinical consensus recommendations as a foun-
dational first step. This consensus document represents a foun-
dational step in achieving these objectives and aims to provide a
clear and actionable definition of TRBD for clinical trials while
recognizing the ongoing need to address the intricate realities of
TRBD in everyday clinical settings.

2 | Materials and Methods

Following the ISBD procedures, a Task Force was built based
on expertise on the topic and keeping in mind cultural diver-
sity and gender balance. Experts by experience was also invited
to participate. The Task Force comprised 25 international ex-
perts in bipolar disorder (23 clinical researchers and 2 experts
by experience), representing different countries across 5 con-
tinents (North America, South America, Europe, Asia, and
Australia). Members included academicians with expertise
in bipolar disorder clinical trials, pharmacology, psychother-
apy, and guideline development. We conducted a comprehen-
sive search on PubMed that included review articles, clinical
investigations, and meta-analytic studies published in any
language up to August 19th, 2024. The search utilized a com-
bination of keywords including “treatment-resistant bipolar
depression,” “bipolar disorder,” “treatment resistance,” “bipo-
lar depression,” “refractory bipolar depression,” “inadequate
response,” “treatment failure,” “non-response,” “clinical
trials,” “pharmacotherapy,” “bipolar treatment guidelines,”
and “novel therapies.” Additionally, ClinicalTrials.gov was
searched to obtain the most recent information on ongoing
and completed clinical trials related to TRBD. Approximately
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60 relevant publications (including meta-analyses, clinical
trials, and guidelines) were identified. The Task Force re-
viewed evidence from clinical trials, prior definitions, FDA-
and EMA-approved agents, and recent guidelines [14, 15, 24]
which were summarized and discussed during the meetings.
The review was followed by expert meetings where the find-
ings were discussed, and consensus was achieved on defini-
tions and recommendations.

3 | Current Definitions of Treatment-Resistant
Bipolar Depression

Over the years, definitions of TRBD have been proposed, each
one with its strengths and limitations [25]. Determining the ep-
idemiology of TRBD is challenging due to inconsistencies and
differences in definitions. However, it is estimated that recov-
ery rates from acute depressive episodes of BD are lower than
60%, with recurrence rates exceeding 50% [26]. Sachs [27] de-
fined TRBD as a depressive episode without remission despite
two adequate trials of standard antidepressant agents for at least
6weeks each, with or without augmentation strategies. This ap-
proach, while clear, is too narrow as it focuses solely on anti-
depressants, ignoring the broader treatment landscape required
for bipolar depression. Yatham et al. [28] specified treatment re-
fractoriness in bipolar depression as a non-response to a 6-week
trial with lithium at serum levels of >0.8 mmol/L, a definition
limited by the exclusion of other mood stabilizers or combina-
tion treatments.

Nierenberg et al. [26], through the STEP-BD study, defined
TRBD as individuals with BD with a current DSM-IV major
depressive episode of at least 8 weeks, and non-response to
treatment within the first 12weeks, or documented failure
to respond to at least two trials of antidepressants or an an-
tidepressant and mood stabilizer. Gitlin [29] applied criteria
used for treatment-resistant unipolar depression but added the
failure to respond to mood stabilizers, which is a step toward
specificity but still potentially insufficient for the complexities
of bipolar depression. Gajwani [30] introduced a detailed stag-
ing system of response to treatment: Stage I involved a failed
monotherapy trial of lithium, anticonvulsants, or atypical
antipsychotics; Stage II added a failed trial of a combination
of these medications; Stage III included failure after several
adjunctive pharmacological compounds; Stage IV encom-
passed failure after neurostimulation treatments like electro-
convulsive therapy (ECT) or vagus nerve stimulation (VNS).
Although thorough, this staging system can be cumbersome
in clinical practice. Pacchiarotti et al. [31] defined TRBD as
a depressive episode within BD that fails to reach remission
with adequately dosed lithium (0.8 mEq/L in plasma) or an-
other ongoing mood-stabilizing treatment, plus lamotrigine
(50-200mg/day) or quetiapine monotherapy (>600mg/day).
While this definition has the strength of specifying precise
drug dosages, it is potentially restrictive by focusing on spe-
cific medication combinations and excluding newer approved
treatments, limiting its applicability in contemporary clinical
practice.

Lipsman et al. [32] specified nonresponse to adequate
monotherapy trials with lithium or lamotrigine and their

combination with at least one anticonvulsant or antipsychotic,
adding an antidepressant if necessary and excluding neuro-
modulation failure. This criteria set is again limited to specific
drugs, excluding other effective treatments, and may not apply
to both BDI and BDII. The definition by Malhi et al. [33] re-
quired failure to reach remission despite two or three adequate
trials of first-line medications like mood stabilizers. Hidalgo-
Mazzei et al. [34] defined TRBD as the failure to achieve
sustained symptomatic remission for 8 consecutive weeks fol-
lowing two different treatment trials at adequate therapeutic
doses. These trials must include at least two recommended
monotherapy treatments (quetiapine, lurasidone, lamotrigine,
or olanzapine/fluoxetine combination) or one monotherapy
treatment combined with another treatment (lamotrigine, val-
proate, or lithium). Additionally, they introduced the concept
of multi-therapy-resistant bipolar depression (MTRBD), which
includes the same initial criteria as TRBD but adds the fail-
ure of at least one trial with an antidepressant, a psycholog-
ical treatment, and a course of ECT. This approach, although
detailed, might not include all potential therapeutic options,
nor reflect availability such as with ECT. Fountoulakis et al.
[24] defined TRBD as no significant reduction in Hamilton
Depression Rating Scale (HDRS) [35] or Montgomery-Asberg
Depression Rating Scale (MADRS) [36] scores, recommending
a treatment duration of 10-12weeks. This definition's reliance
on specific scoring systems and rigid timeframes could be too
restrictive and unfriendly to clinicians. These varied defini-
tions, each with distinct criteria and challenges, highlight the
need for a new and improved definition of TRBD that may
include a broader range of treatments, setting standardized
criteria, recognizing the unique complexities of BD, and sim-
plifying the diagnostic process for clinical and research use.

4 | Biological and Environmental Factors
Associated With Treatment-Resistant Bipolar
Depression

The biological bases of TRBD are rather under-explored, es-
pecially in comparison to treatment-resistant MDD [37]. In
treatment-resistant MDD, there is substantial evidence point-
ing to a significant genetic component, with heritability es-
timates from common genetic variation ranging from 17%
to 25% compared to healthy controls and around 8% when
compared to non-treatment-resistant MDD [38]. Although no
specific genetic risk loci have been consistently replicated in
genome-wide association studies (GWAS), pharmacogenetic
studies have provided valuable insights. For instance, com-
mon genetic variation can explain up to 42% of the variance
in antidepressant response [39]. In TRBD, genetic research
has been less extensive. Specific pharmacogenetic variables,
such as the ABCBI gene, have been linked to the response and
tolerability of serotonin-norepinephrine reuptake inhibitors
(SNRIs) [40], while CYP3A4 variants predict the metabolism
of quetiapine [41]. Individuals with BD with a long history of
multiple drug failures or treatment resistance presented sig-
nificantly higher rates of CYP2C19 poor metabolizer pheno-
type compared to those with MDD with a similarly defined
history of treatment resistance. Having an S-allele of the se-
rotonin transporter gene increased the difference between the
groups significantly [42].
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The genetic response to lithium—a cornerstone mood stabi-
lizer in BD—has also been explored. The ConLiGen cohort
study of over 2000 individuals with BD found that genetic
factors influencing lithium response might differ based on
whether the individual is in a manic or depressive episode
[43]. Furthermore, genetic ancestry has been shown to play
a significant role in predicting lithium response. Models in-
corporating genetic ancestry outperform those relying solely
on demographic or clinical characteristics, offering a more
precise framework for understanding individual responses
to lithium [44]. Emerging genetic evidence also supports the
role of biological vulnerability in treatment resistance. For
instance, the Pharmacogenomics of Bipolar Disorder (PGBD)
study identified genomic variants associated with poor lith-
ium response, particularly within loci involved in neuro-
nal excitability, inflammation, and synaptic function [45].
However, these insights have yet to be applied specifically to
TRBD populations.

In addition to genetic factors, neurobiological studies on cogni-
tive function and brain structure have provided critical insights
into TRBD. Cognitive impairments in areas such as memory,
executive functioning, and attention are commonly observed
in patients with TRBD. These deficits are often persistent and
associated with poor treatment response. Neuroimaging stud-
ies suggest alterations in brain regions involved in mood reg-
ulation and cognition, including the prefrontal cortex, anterior
cingulate cortex, hippocampus, and amygdala [46]. For exam-
ple, reduced activity in the prefrontal cortex and abnormal con-
nectivity between the prefrontal and limbic regions have been
linked to poorer treatment outcomes in BD [47]. Additionally,
structural abnormalities, such as reduced hippocampal volume,
have been observed in individuals with treatment-resistant
mood disorders, potentially contributing to the chronicity of de-
pressive symptoms [48].

Environmental and psychosocial factors also play a crucial role
in TRBD. Comorbidity is a major determinant of treatment re-
sponse and possibly influences TRBD. Indeed, psychiatric co-
morbidities, including personality disorders, anxiety disorders,
and substance use disorders, further complicate the clinical pic-
ture, often leading to non-response to standard treatments [23].
A history of trauma is a risk factor for treatment resistance in
depression as well as BD [49]. Sociodemographic factors such as
female gender, older age at illness onset, higher familial depres-
sion rates, unemployment, and exposure to lifetime stressors
are additional predictors of treatment resistance [50]. The com-
bination of biological and environmental factors underscores
the heterogeneity of TRBD. This complexity suggests that a
one-size-fits-all approach to treatment is inadequate; further re-
search is needed to elucidate the interplay between these factors.

5 | Toward a New Definition of
Treatment-Resistant Bipolar Depression

To define TRBD in a way that can guide the design of new clin-
ical trials, it is essential to establish clear criteria that ensure
consistency across studies. Given the challenges highlighted in
recent research, a standardized definition will aid in compar-
ing results and improving treatment strategies. TRBD should

be defined as the failure to achieve a significant and sustained
clinical response after a minimum of two consecutive phar-
macological acute-phase treatments approved by international
regulatory agencies with recognized authority over the approval
of prescription medication (i.e., FDA, EMA) for bipolar depres-
sion. These agencies were selected for ther well-established
processes for evaluating efficacy and safety. These treatments
must be administered at therapeutic doses for an adequate du-
ration according to current clinical guidelines, ensuring treat-
ment adherence. The addition of newly approved medications
at the recommended dosage for the recommended duration
and adherence in the definition should also be considered in
the future. In this context, a “significant and sustained clinical
response” refers to a clinically meaningful improvement in de-
pressive symptoms, operationalized as at least a 50% reduction
from baseline on a validated depression rating scale—such as
the Montgomery-Asberg Depression Rating Scale (MADRS) or
the Hamilton Depression Rating Scale (HAM-D)—maintained
for a minimum of 2 to 4 weeks. This definition is consistent with
standard response thresholds used in clinical trials [51].

For BD-I depression, currently approved pharmacological
treatments should include quetiapine at 300-600mg per day
for at least 8 weeks, lurasidone at 20-120mg per day for at least
6weeks, olanzapine at 6-12mg per day in combination with flu-
oxetine at 25-75mg per day for at least 8 weeks, cariprazine at
1.5-3mg per day for at least 6 weeks, and lumateperone at 42mg
per day for at least 6 weeks. Failure to respond to at least two
of these treatments, administered as specified during the cur-
rent depressive episode, will define TRBD for BD-I. The Task
Force agreed to exclude olanzapine monotherapy, despite being
approved for bipolar I depression in some countries (e.g., Japan),
as one of the medications involved in the definition.

For BD-II depression, the range of approved treatments is nar-
rower. Specifically: quetiapine at 300-600mg per day for at least
8weeks, lumateperone at 42mg per day for at least 6weeks. A
diagnosis of TRBD in BD-II will require a failure to achieve a
significant and sustained clinical response after at least two
consecutive trials of these approved medications, administered
at therapeutic doses for the specified durations.

This standardization will help identify patients who require al-
ternative or novel therapeutic approaches; thus, guiding the de-
sign of more effective clinical trials for TRBD (Figures 1 and 2).

While our definition of TRBD is structurally modeled on the
framework used in treatment-resistant MDD—namely, the re-
quirement of non-response to at least two adequate treatment
trials—the types of treatments considered differ substantially
due to the distinct pathophysiology and treatment paradigms
of the two disorders. In treatment-resistant MDD, resistance
is typically defined by failure to respond to at least two antide-
pressants. However, in bipolar depression, the use of antidepres-
sants is more controversial and not uniformly recommended,
particularly as monotherapy. As such, our definition of TRBD
focuses on non-response to at least two approved treatments
with demonstrated efficacy in acute bipolar depression, which
primarily include atypical antipsychotics. This approach re-
flects the current evidence base and international treatment
guidelines specific to bipolar disorder and ensures that our
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FIGURE1 | Algorithm for diagnosis and management of TRBD—BDI.
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FIGURE 2 | Algorithm for diagnosis and management of TRBD—BDII.

operational criteria are both clinically relevant and consistent
with regulatory standards.

6 | Management Options for TRBD

Management of TRBD requires a comprehensive, evidence-
based approach tailored to its unique complexities. Before ini-
tiating TRBD-specific interventions, it is crucial to confirm
the diagnosis using an operationalized definition, rule out
contributing organic or medical comorbidities, and address co-
occurring psychiatric conditions such as anxiety or substance
use disorders. Given the heightened risk of suicide in TRBD,

clinicians must consider the most appropriate treatment setting
and implement effective risk reduction strategies.

Pharmacological options for TRBD often involve combin-
ing mood stabilizers like lithium with lamotrigine, which has
demonstrated efficacy in recent studies [52]. Recent evidence
shows that lithium has a critical role in reducing depression-
related hospitalizations, while antidepressant monotherapy not
only fails to reduce the risk of depression-related hospitaliza-
tions but is associated with a higher risk of mania-related hos-
pitalizations, offering important insights for managing TRBD
[53]. Other potential agents include modafinil, pramipexole, and
tranylcypromine, which have shown benefits in smaller trials
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[54, 55]. The International College of Neuropsychopharmacology
(CINP) guidelines recommend a treatment algorithm encom-
passing agents such as lithium plus lamotrigine, modafinil, or
pramipexole, while evidence is inconclusive for other treatments
[24]. Adjunctive therapies, including N-acetylcysteine, omega-3
fatty acids, and supraphysiologic doses of levothyroxine, have
shown promise in refractory or rapid cycling cases. Functional
imaging studies suggest levothyroxine improves depressive
symptoms by modulating anterior limbic network activity [56].

Non-pharmacological treatments like electroconvulsive therapy
(ECT) remain a cornerstone for TRBD management, with supe-
rior response rates compared to algorithm-based pharmacother-
apy [57]. Repetitive transcranial magnetic stimulation (rTMS),
including accelerated protocols, has demonstrated efficacy and
tolerability [58].

Psychological and behavioral interventions are essential com-
ponents of TRBD management, especially for their impact on
functional outcomes and relapse prevention. Psychoeducation
has consistently demonstrated effectiveness in enhancing
medication adherence, reducing relapse rates, and improving
quality of life in BD, although direct evidence for TRBD is
limited [59, 60]. Cognitive-behavioral therapy (CBT) and in-
terpersonal and social rhythm therapy (IPSRT) are effective
in managing depressive episodes and stabilizing mood in BD
and should be adapted for TRBD contexts. Additionally, life-
style modifications—focusing on exercise, structured sleep
hygiene, and stress management—are important adjuncts to
pharmacological therapy.

Emerging strategies like deep brain stimulation (DBS) hold the
potential for complex, resistant forms of BD [61]. Other adjunc-
tive approaches, including light therapy and sleep deprivation
protocols, have shown some utility in managing depressive ep-
isodes; though specific evidence for TRBD remains sparse [62].
These non-pharmacological interventions highlight the impor-
tance of a multimodal approach, combining pharmacological
and behavioral strategies to address the multifaceted challenges
of TRBD.

7 | Innovations in the Pharmacological
Management of Treatment-Resistant Bipolar
Depression

Effective management of TRBD requires innovative approaches
to overcome the limitations of conventional therapies. Recent
research has explored the potential of novel agents such as psi-
locybin, ketamine derivatives, and other compounds to address
TRBD, each with distinct mechanisms of action and varying lev-
els of evidence.

Psilocybin, a naturally occurring psychedelic, has been eval-
uated in a 12-week open-label trial for its efficacy in treating
depressive episodes in individuals with BD-II and treatment-
resistant depression. In this trial, 19 participants received a
single 25mg dose of synthetic psilocybin combined with psy-
chotherapy. Results showed significant reductions in depression
severity (measured by MADRS scores) 3weeks post-treatment,

with sustained benefits observed at 12weeks. Twelve partici-
pants met both response and remission criteria by the study's
conclusion [63]. Additional open-label trials, including one with
31 participants, demonstrated similar positive effects on depres-
sion symptoms with psilocybin [64].

Ketamine and its derivative esketamine have also garnered at-
tention for their rapid-acting antidepressant properties [65].
Ketamine, in particular, has shown promise as a treatment for
TRBD in several studies. A randomized controlled trial (RCT)
involving 41 participants compared ketamine to midazolam,
an active placebo. Ketamine was associated with significant
reductions in depressive symptoms, with cumulative benefits
observed after multiple infusions [66]. In patients with TRBD,
ketamine infusion has been found to offer rapid relief from de-
pressive symptoms and anhedonia, with a study showing a 51%
response rate after a single infusion [67]. However, the effects
of multiple ketamine infusions appear transient, with symptom
relief diminishing over time [68]. Esketamine, the S-enantiomer
of ketamine, has been studied for its efficacy in TRBD [69], with
real-world studies indicating significant reductions in depressive
symptoms without increasing the risk of manic switches [70].

The aforementioned preliminary results are supported by real-
world evidence data on its effectiveness [71]. Notably, ketamine
and its s-enantiomer esketamine have shown rapid anti-suicidal
effects in mood disorder patients, sometimes independently of
their overall antidepressant effect [72, 73]. This anti-suicidal
property is particularly relevant in TRBD, given the high suicide
risk in this population. The limited evidence may also be indic-
ative of an antisuicidal or antianhedonic effect of ketamine in
bipolar depression, especially in patients presenting with unsta-
ble phenotypes of TRBD, such as those presenting with mixed
episodes [74].

Other pharmacological approaches for TRBD include nitrous
oxide, which has demonstrated rapid symptom reduction com-
pared to midazolam but lacked lasting effects [75], and met-
formin, an insulin sensitizer, which showed improvements in
depression scores and functioning in patients without insulin
resistance [76]. Celecoxib, an anti-inflammatory drug, has also
been explored as an adjunct to antidepressants, showing prom-
ise in reducing depressive symptoms and anxiety [77, 78]. In
contrast, pentoxifylline failed to outperform a placebo in recent
trials on TRBD [79], while cannabidiol demonstrated efficacy
in a post hoc analysis and is currently being tested in a larger
RCT [80].

Currently, ongoing clinical trials are exploring various treat-
ments for individuals with BD, yet they define treatment re-
sistance using different criteria, reflecting a lack of consensus.
For instance, a trial (NCT06431386) is investigating the com-
bination of esketamine with behavioral activation therapy in
patients who have not responded to at least two antidepressant
treatments. Another study (NCT05625555) is examining predic-
tors of response to low-dose intravenous ketamine in treatment-
resistant depression, with a focus on individuals who have failed
at least two first-line treatments, such as mood stabilizers [14].
Long-term effects of ketamine are also being studied in TRBD,
with a 12-week trial (NCT05339074) investigating the impact
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of repeated sub-anesthetic doses on maintaining antidepres-
sant effects. Similarly, psilocybin is being evaluated in a trial
(NCT05029466) for individuals with MDD or BD-II who have
not responded to at least two guideline-concordant pharmaco-
logical treatments.

Other ongoing studies focus on the safety and efficacy of
newer agents, such as brexpiprazole, which is being tested
for its ability to improve depressive symptoms and cognitive
function in patients with BD (NCT04569448). Additionally,
nutraceutical treatments, like mangosteen extracts [81]
(ACTRN12616000028404), and mitochondrial-targeting thera-
pies, such as trimetazidine [82, 83] (ACTRN12622000474752),
are under investigation. Moreover, the angiotensin agent
candesartan, supported by positive epidemiological find-
ings, is being explored for its potential in TRBD treatment
(ACTRN12620001095954). However, the varying definitions
of TRBD across these trials highlight the ongoing challenge
of establishing a standardized approach to defining treatment
resistance, complicating comparisons between studies and the
development of universally applicable treatment strategies.
This challenge directly applies to efforts to develop treatment
guidelines for BD-I and BD-II.

8 | TRBD Versus Insufficient Response in BD

TRBD is not the same as an insufficient response, also known
as “partial response” or “inadequate response,” and either con-
cept implies a slightly different clinical challenge, a different in-
dication, and, thus, a different clinical trial design. Insufficient
response represents a situation where a patient does experience
some improvement with treatment but does not achieve re-
sponse or remission. This may involve symptomatic improve-
ment that does not meet the > 50% response threshold or failure
to achieve remission (e.g., MADRS score > 10 or HAM-D score
> 7) despite adequate dose, duration, and adherence. This con-
struct aligns with the literature on unipolar depression, where
partial or inadequate response often indicates the need for aug-
mentation rather than a shift in diagnosis [51]. This term is more
general and can apply after the first or subsequent treatments.
In MDD, FDA-approved agents for “insufficient response” are
adjunctive lithium, T3, quetiapine, aripiprazole, brexpiprazole,
cariprazine.

The EMA has only approved lithium, T3, and quetiapine,
mostly because the trials with most antipsychotics did not fol-
low their guidelines, failing to include a comparator and lon-
ger follow-up. The clinical trial design implications for this
distinction in the context of BD are extremely relevant: for ad-
junctive treatment, studies should include patients with partial
responses to other therapies; the investigational drug should
be compared to placebo when added to the baseline treatment.
Hence, most trials include patients with a history of at least one
retrospective failure plus prospectively tested lack of response
to another. Patients who have not responded to more than one
prior approved treatment, administered at an adequate dose
and duration, should be enrolled in TRBD studies. According
to the FDA, patients should be randomized to either the new
treatment or continue the compound to which they had failed
to respond.

9 | Clinical Trial Design and Methodology for
TRBD

To design an effective clinical trial for TRBD, a well-structured
approach is crucial. First, trials must define TRBD with precise
and consistent criteria. Specifically, treatment resistance should
be characterized by the lack of significant improvement after
at least two consecutive, approved pharmacological treatments
for bipolar depression, administered at therapeutic doses for the
recommended duration. We distinguish between “insufficient
response”—defined as partial or inadequate response after a
single adequate treatment—and treatment resistance. Patients
with insufficient response may be appropriate for adjunctive or
augmentation trials, consistent with FDA guidance that such
designs often enroll participants after a single failed treatment.
In contrast, patients meeting criteria for TRBD—defined by fail-
ure of two adequate trials of evidence-based bipolar depression
treatments—are appropriate candidates for monotherapy trials
or investigations of novel mechanisms. This differentiation en-
sures that our definition of TRBD is not simply a replication of
treatment-resistant MDD but rather a tailored adaptation to the
unique treatment context of BD.

This would standardize participant selection and improve com-
parability across studies. Starting with a novel treatment in a
controlled manner can simplify initial evaluations, but incor-
porating adjunctive therapies for partial responders may offer
a more personalized and potentially effective strategy. The trial
should be randomized, double-blind, and placebo-controlled.
For an indication of “inadequate response,” prospective verifi-
cation of that feature (e.g., less than 50% improvement in a de-
pression severity scale versus baseline) and an adjunctive design
would be preferred. Monotherapy designs are only appropriate
for TRBD, not insufficient response.

However, to enable testing treatments with antidepressant prop-
erties but not necessarily antimanic effects, the proposed trial
designs can be applied to patients who are already on long-term
mood stabilizing therapy. This adds complexity to the studies
but reflects the clinical reality that patients with BD are, most
often, on polytherapy [84]. Women and men at childbearing age
would not be included if on valproate, given the teratogenic risks
[85, 86].

This approach allows for flexibility in managing varying de-
grees of resistance and may enhance overall treatment efficacy.
Additionally, beyond just symptom reduction, integrating mea-
sures of functional outcomes and quality of life would provide a
more comprehensive evaluation of treatment efficacy. Measures
of functional outcomes, such as the Functional Assessment
Short Test (FAST) [87], the Sheehan Disability Scale (SDS)
[88], or the World Health Organization Disability Assessment
Schedule (WHODAS-II) [89] are essential for capturing the
real-world impact of depressive symptoms. At least one of these
measures should be included alongside traditional scales like
the HDRS or MADRS, which are sometimes suboptimal as
they do not assess atypical symptoms such as hypersomnia and
mixed states [90], to provide a comprehensive view of treatment
effects. A clinician-friendly measure of severity such as the
CGI-BP [91] is also advised. Considering emerging scales such
as the Bipolar Depression Rating Scale (BDRS), which better
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captures bipolar-specific phenotypes such as mixed states and
atypical features that are common in the disorder [92, 93], and
digital health tools for continuous monitoring can further refine
outcomes.

Cognitive impairments, which persist in 50%-70% of patients
and significantly impair socio-occupational function, quality
of life, and prognosis, warrant particular focus. These impair-
ments, linked to an increased risk of (hypo)manic relapse and
psychiatric hospitalization, should be assessed even after symp-
tomatic remission [94], as recommended by the ISBD Targeting
Cognition Task Force [95]. Using a feasible cognitive screener,
such as the Screen for Cognitive Impairment in Psychiatry
(SCIP), is essential to capture this domain [96, 97].

A critical safety consideration is the standardized definition
of “switch” to mania or hypomania, enhancing the compara-
bility of studies and meta-analyses [98]. Patients experiencing
a switch should not be classified as “responders,” even if their
depression severity scores improve. The primary outcome
must be framed as improvement in one pole of the illness
without exacerbation in the opposite pole, ensuring balanced
efficacy and safety metrics.

A critical point is that lumateperone is not widely available in
many regions, a limitation we acknowledge in the current defi-
nition; as discussed elsewhere, the Task Force aims to develop a
more clinically relevant definition in the future of TRBD, which
could include treatment failures with agents such as lithium or
lamotrigine.

This approach acknowledges the multifaceted nature of TRBD,
fostering meaningful progress in treatment strategies.

10 | Practical Clinical Considerations Arising
From the TRBD Definition

Although the primary objective of this manuscript is to provide
a consensus-based definition of TRBD, several clinical consid-
erations emerge from the reviewed literature and expert dis-
cussions. These are not intended as formal clinical guidelines,
but rather as potential implications that can support clinical
decision-making in real-world settings (see Figures 1 and 2). A
future publication from the ISBD Task Force will be dedicated
to developing a more detailed consensus on the management
of TRBD.

From a diagnostic standpoint, clinicians are advised to ensure
diagnostic accuracy, ruling out bipolar spectrum misdiagnosis,
psychiatric or medical comorbidities, and assessing adherence,
dosage, and treatment duration before concluding treatment
resistance. Psychosocial dimensions, including early trauma,
psychosocial stressors, substance use, and lack of social support,
should also be evaluated as part of a comprehensive assessment.

The operational definition of TRBD proposed here—non-
response to at least two adequate trials of evidence-based treat-
ments for bipolar depression—has implications for treatment
sequencing. First-line pharmacological options (e.g., queti-
apine, lurasidone, lithium) should be adequately trialed and

optimized before moving to combination strategies. Additional
pharmacological strategies may include adjunctive modafinil,
pramipexole, or thyroid hormone. The use of antidepressants
should be reserved for selected cases, particularly bipolar II
depression, and always in combination with a mood stabilizer.
The exclusion of mood stabilizers such as lithium, lamotrig-
ine, and valproate from this trial-focused definition should
not be interpreted as a negation of their clinical value but of
the availability of relevant trial data. Rather, our aim is to
provide an operational framework to support new discoveries
and regulatory evaluation of novel treatments for acute bipo-
lar depression. In parallel, the ISBD task force is currently
working on a complementary manuscript that will propose a
clinically oriented definition of TRBD, more in line with the
concept of “difficult-to-treat bipolar depression,” and grounded
in real-world practice and aligned with international treatment
guidelines. That forthcoming work will include more nuanced
recommendations regarding treatment resistance, including
the role of mood stabilizers, combination therapies, and main-
tenance strategies.

For individuals with severe symptomatology or acute suicid-
ality, somatic treatments such as ECT should be considered.
Although growing evidence supports the potential efficacy of
rTMS in bipolar depression, including in treatment-resistant
populations, it is important to note that rTMS remains off-label
for this indication in many countries. Furthermore, access may
be limited due to regulatory, geographic, or cost-related bar-
riers. As such, while rTMS may represent a useful adjunctive
option in select cases, its applicability varies widely and should
be considered within the local clinical and regulatory context.
Similarly, ketamine and esketamine, with emerging evidence
for rapid antidepressant and anti-suicidal effects, may represent
valid interventions in selected high-risk patients, although their
accessibility remains limited.

Psychotherapeutic interventions, including cognitive behav-
ioral therapy (CBT), interpersonal and social rhythm therapy
(IPSRT), and structured psychoeducation, play a key role in
TRBD management. These should be accompanied by inter-
ventions targeting lifestyle factors—such as sleep hygiene,
circadian rhythm regularity, physical activity, and substance
use reduction—which may indirectly improve mood stability.
Clinical formulation of the patient’s profile can assist in choos-
ing between the multitude of options.

Finally, clinical monitoring using validated instruments (e.g.,
MADRS, HAM-D) is essential for assessing treatment response
over time. Suicide risk should be regularly evaluated; decisions
about further treatment should be made in close collaboration
with patients through shared decision-making.

An important ethical consideration is that clinicians and inves-
tigators must avoid the practice of intentionally cycling patients
through treatment failures solely to meet research inclusion
criteria for TRBD. The proposed definition is intended to sup-
port consistency in clinical trials and regulatory science—not
to override individualized clinical decision-making. The use
of this framework must always be guided by patient-centered
care, shared decision-making, and the principle of therapeutic
beneficence.
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11 | Conclusion

Treatment Resistant Bipolar Depression remains a formidable
challenge due to its complex nature and the variability in its
definitions across studies. Despite the availability of various
pharmacological and non-pharmacological treatments, a sub-
stantial subset of patients continues to experience persistent
depressive episodes that are unresponsive to standard thera-
pies. The proposed definition of TRBD, which emphasizes the
failure to achieve a significant and sustained clinical response
after two consecutive approved pharmacological treatments,
aims to provide clarity and consistency across studies. This
new definition is crucial for improving the comparability and
conclusiveness of clinical trials and guiding the development
of novel, more effective treatment strategies. By adopting this
standardized approach, future research can better address the
complexities of TRBD, leading to more robust and targeted
clinical trials that can ultimately enhance patient outcomes.
However, the ISBD TRBD Task Force also acknowledged that
while a strict definition may aid in clinical trials, it may be too
restrictive in clinical practice, where psychiatrists frequently
rely on off-label treatments to manage TRBD. Also, lumatep-
erone is not widely available in many parts of the world, and
this can limit the correct application of the current definition
of TRBD, especially for BD-II. It should be emphasized that,
although the proposed definition of TRBD aligns with clinical
and regulatory considerations, there is a paucity of empirical
evidence demonstrating that failure of two sequential trials
of atypical antipsychotics enhances the validity or prognos-
tic utility of the diagnosis. Our recommendations should thus
be viewed as a consensus-based operationalization intended
to guide future research and clinical characterization, rather
than as a definitively validated construct. Although lithium
and lamotrigine are first-line treatments per CANMAT-
ISBD guidelines, their exclusion from our definition reflects
a pragmatic focus on approved acute-phase treatments with
consistent evidence in bipolar depression. The role of these
agents—particularly in maintenance and combination strate-
gies—warrants further exploration and may be integrated into
future models. One of the Task Force's key objectives moving
forward will be to explore how this definition can be adapted
to better reflect real-world clinical challenges, ensuring that
it can be effectively applied in everyday practice to optimize
patient care and treatment outcomes.
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