
The Relationship Between Multiple Sclerosis and Bipolar Disorder: A Comprehensive
Review

1. Introduction

Multiple sclerosis (MS) is a chronic, inflammatory demyelinating disease of the central nervous system, frequently accompanied by
psychiatric comorbidities, including bipolar disorder (BD). Recent research highlights a higher prevalence of BD among MS
patients compared to the general population, with studies reporting lifetime prevalence rates ranging from approximately 2% to
over 8% in MS populations (Joseph et al., 2020; Mirmosayyeb et al., 2026; Jun-O’connell et al., 2016; Johansson et al., 2014;
Fatheddine et al., 2024). Epidemiological evidence suggests that MS patients are at increased risk for BD, and vice versa, with
hazard ratios indicating a significantly elevated risk (Mirmosayyeb et al., 2026; Johansson et al., 2014; Huang et al., 2021). The
relationship appears multifactorial, involving neuroinflammatory processes, genetic susceptibility (notably HLA-DR2),
neuroimaging findings of white matter lesions in frontal and temporal lobes, and possible medication effects (e.g., corticosteroids)
(Mamtani et al., 2024; Rennert et al., 2024; Mirmosayyeb et al., 2026; Konradi et al., 2011; Bozikas et al., 2003; Lorefice et al.,
2020). Clinical presentations are diverse: BD may precede, coincide with, or follow MS onset; mood symptoms can sometimes be
the initial manifestation of MS or be exacerbated by MS treatments (Maamri et al., 2021; Xin et al., 2022; Hutchinson et al., 1993;
Vohra & Leeming, 2010). The comorbidity negatively impacts quality of life and may accelerate disability progression in MS (Carta
et al., 2014; Jun-O’connell et al., 2016; Mckay et al., 2018). Despite growing evidence for an association, diagnostic challenges
remain due to symptom overlap and underdiagnosis. Further research is needed to clarify pathophysiological mechanisms and
optimize management strategies (Vieito et al., 2025; Filser et al., 2022; Iacovides & Andreoulakis, 2011).
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FIGURE 1  Consensus meter visualizing whether MS increases risk for bipolar disorder.

2. Methods

A comprehensive literature search was conducted across over 170 million research papers indexed in Consensus, including
Semantic Scholar and PubMed. The search strategy targeted foundational concepts, mechanistic pathways, clinical presentations,
critiques/contrasts, related disorders, and alternative terminology. In total, 422,818 papers were initially identified; after multi-
phase filtering for relevance and quality—including citation graph traversal and machine-learned screening—50 papers were
included in this review.
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FIGURE 2  Flow diagram showing paper selection process for this review.

Six unique search strategies were used to capture epidemiology, mechanisms, clinical features, critiques/contrasts, related
disorders, and terminology variants.
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3. Results

3.1 Epidemiology & Prevalence

Systematic reviews and meta-analyses consistently report that BD is more prevalent among people with MS than in the general
population. Pooled prevalence estimates range from about 2% to over 8%, with some studies suggesting up to a twofold increase
in risk (Joseph et al., 2020; Mirmosayyeb et al., 2026; Jun-O’connell et al., 2016; Johansson et al., 2014; Huang et al., 2021;
Fatheddine et al., 2024). Large cohort studies confirm this association across different populations (Meier et al., 2019; Johansson
et al., 2014; Huang et al., 2021).

3.2 Clinical Presentation & Diagnostic Challenges

Case reports and series illustrate varied temporal relationships: BD may precede MS onset, occur concurrently with neurological
symptoms, or develop after MS diagnosis (Mamtani et al., 2024; Maamri et al., 2021; Xin et al., 2022; Hutchinson et al., 1993).
Mood episodes—including mania induced by corticosteroids—can complicate diagnosis. Neuroimaging often reveals
demyelinating lesions in frontal/temporal lobes during mood episodes (Mamtani et al., 2024; Rennert et al., 2024). Diagnostic
overshadowing can delay recognition of either condition when psychiatric symptoms dominate early presentations (Jun-O’connell
et al., 2016).

3.3 Mechanistic Pathways & Genetic Susceptibility

Several studies implicate shared neuroinflammatory mechanisms (e.g., cytokine dysregulation), mitochondrial dysfunction,
oligodendrocyte gene downregulation, and HLA-DR2 genetic associations as potential links between MS and BD (Mirmosayyeb et
al., 2026; Konradi et al., 2011; Bozikas et al., 2003). Familial clustering supports a possible genetic predisposition but does not fully
explain the comorbidity; environmental factors and brain lesions may also contribute (Kosmidis et al., 2012; Bozikas et al., 2003).

3.4 Impact on Quality of Life & Disability Progression

Comorbid BD in MS is associated with poorer quality of life than either condition alone; type II BD may have an even greater
impact than major depressive disorder on functional outcomes (Carta et al., 2014). Psychiatric comorbidity—including BD—
predicts greater disability progression in MS cohorts (Mckay et al., 2018), emphasizing the need for integrated care.

Results Timeline

FIGURE 3  Timeline showing publication trends on MS–bipolar disorder comorbidity research. Larger markers indicate more citations.
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Type Name Papers

Author L. Lorefice (Johansson et al., 2014; Rennert et al., 2024; Keskin et al., 2013)

Author E. Cocco (Johansson et al., 2014; Rennert et al., 2024)

Journal Journal of affective disorders (Johansson et al., 2014; Rennert et al., 2024)

Journal European Psychiatry (Mirmosayyeb et al., 2026; Jun-O’connell et al., 2016)

Journal Behavioural Neurology (Xin et al., 2022; Filser et al., 2022)

FIGURE 4  Authors & journals that appeared most frequently in the included papers.

4. Discussion

The evidence robustly supports an increased prevalence of bipolar disorder among individuals with multiple sclerosis compared to
the general population (Joseph et al., 2020; Mirmosayyeb et al., 2026; Jun-O’connell et al., 2016; Johansson et al., 2014). This
association persists across diverse populations and study designs—including large-scale cohort studies and meta-analyses—
though absolute prevalence estimates vary due to methodological differences (diagnostic criteria used; population characteristics)
(Joseph et al., 2020; Mirmosayyeb et al., 2026). Mechanistically, both neuroinflammation (shared cytokine profiles) and genetic
factors (notably HLA-DR2) are implicated as common substrates for both diseases; however, some genetic studies find no direct
overlap between BD and MS susceptibility loci (Andreassen et al., 2014), suggesting complex or indirect relationships.

Clinical management is complicated by overlapping symptoms—mania or depression may be misattributed to either disease—and
by treatment effects (e.g., corticosteroid-induced mania) (Mamtani et al., 2024; Xin et al., 2022). Neuroimaging findings support a
role for demyelinating lesions in mood symptomatology but are not specific enough for differential diagnosis alone (Mamtani et al.,
2024; Rennert et al., 2024).

Importantly, psychiatric comorbidity worsens quality of life and accelerates disability progression in MS patients; thus routine
mental health screening is recommended for all individuals with MS (Carta et al., 2014; Jun-O’connell et al., 2016; Mckay et al.,
2018). Despite these insights, underdiagnosis remains common due to lack of standardized assessment tools for subsyndromal
affective symptoms in this population (Filser et al., 2022).

Claims and Evidence Table

Claim
Evidence
Strength Reasoning Papers

Bipolar disorder is more
prevalent among people
with multiple sclerosis

Strong

Supported by multiple meta-
analyses/cohort studies showing higher
prevalence/risk ratios

(Joseph et al., 2020;
Mirmosayyeb et al., 2026;
Jun-O’connell et al., 2016;
Johansson et al., 2014)

Shared neuroinflammatory
mechanisms contribute to
both conditions

Moderate

Cytokine dysregulation/immune activation
found in both diseases; supported by
mechanistic/pathology studies

(Mirmosayyeb et al., 2026;
Konradi et al., 2011)

Genetic susceptibility
(HLA-DR2) links some
cases

Moderate

Familial clustering/HLA studies suggest
partial overlap

(Kosmidis et al., 2012;
Bozikas et al., 2003)
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Claim
Evidence
Strength Reasoning Papers

Comorbid BD worsens
quality of life/disability
progression

Moderate

Cross-sectional/cohort data show greater
impairment when both conditions coexist

(Carta et al., 2014; Jun-
O’connell et al., 2016; Mckay
et al., 2018)

Symptom overlap
complicates diagnosis

Moderate

Case reports/reviews highlight diagnostic
overshadowing/misattribution

(Mamtani et al., 2024; Filser
et al., 2022)

No direct genome-wide
pleiotropy between BD and
MS

Moderate

GWAS finds overlap between
schizophrenia/MS but not BD/MS

(Andreassen et al., 2014)

FIGURE 5  Key claims and support evidence identified in these papers.

5. Conclusion

There is strong epidemiological evidence that bipolar disorder occurs more frequently among people with multiple sclerosis than
expected by chance alone. This relationship likely reflects a combination of shared neurobiological mechanisms
(neuroinflammation), partial genetic susceptibility (notably HLA-DR2), medication effects (corticosteroids), brain lesion localization
(frontal/temporal white matter), as well as psychosocial stressors associated with chronic illness.

Research Gaps

Despite substantial progress in understanding the association between MS and BD, gaps remain regarding causality/mechanisms
(especially at the molecular/genetic level), optimal diagnostic strategies for subsyndromal symptoms or early presentations,
longitudinal course/prognosis of comorbid cases versus single-diagnosis cases across diverse populations.

Research Gaps Matrix

Topic/Outcome
Epidemiology
Studies

Neuroimaging
Findings

Genetic
Studies

Treatment
Outcomes

Prevalence/Incidence 12 GAP GAP GAP

Neurobiological
Mechanisms

GAP 5 3 GAP

Clinical Course/Prognosis 6 GAP GAP GAP

Treatment Response GAP GAP GAP 4

FIGURE Matrix highlighting where research on MS–bipolar disorder comorbidity is concentrated versus lacking.

Open Research Questions

Future research should focus on clarifying causal pathways using prospective designs; developing standardized diagnostic tools
for affective symptoms in MS; exploring personalized treatment approaches; investigating long-term outcomes.
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Question Why

What are the precise neurobiological mechanisms linking
multiple sclerosis to bipolar disorder?

Understanding shared pathways could inform targeted
therapies/prevention strategies for at-risk individuals.

How does early identification/treatment of bipolar symptoms
affect long-term outcomes in people with MS?

Early intervention may improve prognosis but requires robust
longitudinal data to guide best practices.

FIGURE Open questions guiding future research directions on this topic.

In summary: Bipolar disorder is significantly more common among people with multiple sclerosis than the general population—a
relationship likely driven by overlapping biological mechanisms—and addressing this comorbidity is essential for improving patient
outcomes.

These search results were found and analyzed using Consensus, an AI-powered search engine for research. Try it at
https://consensus.app. © 2026 Consensus NLP, Inc. Personal, non-commercial use only; redistribution requires copyright
holders’ consent.
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