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ABSTRACT 

Bipolardisorderis a chronicpsychiatric condition characterized by alternatingmanic, hypomanic, and depressiveepisodes, affectingapproximately 1-2.5% of the 

global and French population, with a typicalonsetagebetween 15 and 25 years and a high suicide risk (15% of patients die by suicide). 

Bipolardepressionrepresents a critical, oftenunderdiagnosed phase, requiring multimodal management based on international guidelines to standardize practices 

and improveclinicaloutcomes. This narrative review compares the recommendations of major guidelines (CANMAT 2023, NICE 2023, APA 2005, WFSBP 

2017, HAS 2020) for managingbipolardepression. Guideline selectionwasbased on their international recognition and focus on pharmacological and 

psychologicaltreatments, with a criticalanalysis of theirmethodology (rigor, transparency, updating). 

 Results: Guidelines converge on first-line treatmentssuch as quetiapine (CANMAT, NICE, WFSBP) and lamotrigine (CANMAT, APA), with caution 

regardingantidepressants due to the risk of manicswitching. Divergences includeNICE’semphasis on psychological interventions and CANMAT’s focus on 

specific populations (children, elderly). Althoughrigorous, some guidelines lack updates (APA, WFSBP), limitingtheirapplicability; an integrated pharmaco-

psychosocial approachis essential to reduce relapses. 
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Introduction 

Bipolardisorderis a chronicpsychiatricillnesscharacterized by alternatingepisodes of moodelevation (mania or hypomania) and depression, 

interspersedwithremissionperiods [1]. Its main subtypesinclude type I (at least one severemanicepisode), type II (depressive and hypomanicepisodes), 

and cyclothymicdisorders [2]. Its global prevalenceisestimated at 1%, and in France between 1% and 2.5% [3]. Onsettypicallyoccursbetween 15 and 25 

years, with a high suicide risk (50% of patients attempt suicide, 15% die fromit) [4]. Delayed management increases relapses and reduces life 

expectancy [5]. International guidelines (CANMAT, NICE, APA, WFSBP, BAP, HAS) standardize care, improveclinicaloutcomes, and reduce practice 

variability [6]. This review compares theserecommendations for bipolardepression, analyzingtheir convergences, divergences, and clinical implications. 

Methods 

This narrative review compares international guidelines on the management of bipolardepression: CANMAT/ISBD (2023) [7], NICE (2014/2023) [8], 

APA (2005) [9], WFSBP (2017) [10], BAP (2016) [11], and HAS (2020) [12]. Selectioncriteriainclude international recognition, focus on 

bipolardepression, and public accessibility. Data wereextracted via PubMed, Google Scholar, and official organizationwebsitesuntilOctober 2025. The 

analysisevaluatesmethodologicalrigor (RCTs, meta-analyses, GRADE scale), transparency, updating, and clinicalapplicability. Pharmacological and 

psychologicalrecommendationswerethematicallycompared (first/second-line treatments, specific populations) and synthesizednarratively. 

Results 

Main Guidelines and Recommendations 

CANMAT (2023) 

For acute bipolar I depression, first-line treatmentsincludequetiapine (monotherapy), lurasidone + lithium/divalproex, lithium, and lamotrigine [7]. 

Second-line:divalproex, SSRIs/bupropion (adjunct), olanzapine-fluoxetine, lumateperone, ECT. Third-line:aripiprazole (adjunct), asenapine, 

carbamazepine, intravenousketamine [13]. For type II:quetiapine as first-line; lithium, sertraline, venlafaxine, bupropion, lamotrigine, lumateperone, 

ECT as second-line [14]. In children/adolescents:lurasidone (first-line); lithium/lamotrigine (second-line) [15]. In the elderly:quetiapine/lurasidone 
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(first-line);divalproex, aripiprazole, ECT (second-line) [16]. 

NICE (2023) 

For moderate/severebipolardepression in adults:fluoxetine + olanzapine or quetiapinealone; alternatives include olanzapine or lamotriginealone [8]. If 

on lithium/valproate, adjust dose and addfluoxetine + olanzapine or quetiapine. Psychologicaltherapies (CBT, interpersonaltherapy) for mild cases [17]. 

Long-term: lithium as first-line;antipsychotics (asenapine, aripiprazole, olanzapine, quetiapine, risperidone) as alternatives [18]. In 

children/adolescents: CBT/interpersonaltherapy;pharmacologylimited to 12 weeks for severe cases [19]. 

APA (2005) 

First-line: lithium or lamotrigine;avoidantidepressants as monotherapy [9]. Alternatives: lithium + antidepressant for severecases; ECT for 

severe/suicidaldepression. Second-line:addlamotrigine, bupropion, paroxetine, venlafaxine, or MAOIs [20]. Psychoticcases:addantipsychotic or ECT. 

Adjunctivepsychotherapies: CBT, interpersonaltherapy [21]. 

WFSBP (2017) 

For bipolarI: first-line quetiapine (300–600 mg), olanzapine + fluoxetine, lithium, lamotrigine [10]. Second-line: lithium + lamotrigine, antidepressants 

+ stabilizer. Resistantcases: ECT, rTMS, ketamine [22]. Long-term:lithium; alternatives quetiapine/lamotrigine. Specificpopulations:avoid valproate in 

women of childbearingage;lurasidone/quetiapine for children [23]. 

HAS (2020) 

Adapted to the French context: lithium, quetiapine, lamotrigine as first-line; caution withantidepressants. Emphasis on earlydetection, psychotherapy, 

psychoeducation [12]. 

Methodological Analysis 

CANMAT and NICE use GRADE, withfrequent updates (2023) [7, 8]. APA (2005) lacks updates [9]. WFSBP and BAP rely on RCTs/meta-analyses 

but are lessrecent [10, 11]. HAS iscontextual but lessdetailed [12]. 

Therapeutic Algorithms : 

Figure 1:AlgorithmAccording to the NICE  
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Figure 2 :AlgorithmAccording to the APA : 

 

Figure 3 :AlgorithmAccording to the CANMAT : 

 

Discussion 

The guidelines converge on quetiapine and lamotrigine as first-line treatments for bipolardepression, supported by robustRCTs and meta-analyses [7, 

10]. NICE emphasizespsychotherapies (CBT, interpersonaltherapy) for mild cases, while CANMAT and WFSBP prioritizepharmacology for severe 

cases [8, 10]. Antidepressants, althoughsometimesrecommended (NICE, APA), require a moodstabilizer to minimizemanic switches, which are more 

frequentwith venlafaxine (13% vs. 3% for paroxetine) [19]. CANMAT stands out for itsdetailedrecommendations for specific populations (children, 

elderly), althoughevidenceislimited (level 4 for children) [14]. The APA, dated 2005, underestimatesrecent options like lumateperone, 
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reducingitsapplicability [9]. Methodological limitations include obsolescence (APA, WFSBP), biases in RCTs (smallsamples, unblinding), and variable 

applicabilityacross local contexts, particularly in low-resource countries whereaccess to ECT or psychotherapiesisrestricted [24]. NICE and CANMAT 

require adaptations for non-Western healthcaresystems [8]. Clinical implications include the need for a multimodal approachintegratingpharmacology, 

psychotherapy, and psychoeducation to improveadherence and reduce relapses [16]. Future researchshould focus on specific populations (children, 

pregnantwomen) and treatment-resistant cases (ketamine, rTMS) to address gaps [21]. 

Conclusion 

Bipolardepression, oftenunderdiagnosed, requires management based on guidelines to minimize relapses and suicide risks [4]. Recommendations 

converge on quetiapine, lamotrigine, and psychotherapies, with caution regardingantidepressants [7, 8]. An integrated pharmaco-psychosocial 

approach, tailored to specific populations, improvesprognosis [16]. Regular updates and research on treatment-resistant cases are essential [24]. 
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