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The historical separation of mental and physical health within medical paradigms has obscured a
fundamental reality: these domains are deeply and bidirectionally interconnected. This paper presents
a comprehensive review of the evidence base demonstrating that mental health cannot be understood
in isolation from physical health, drawing on a vast and growing literature that documents the
prevalence, mechanisms, and consequences of this comorbidity. The researcher examines the
epidemiological evidence for the co-occurrence of psychiatric disorders with endocrine, metabolic,
cardiovascular, and nutritional conditions, revealing that such multimorbidity is the rule rather than
the exception. The review explores the biological pathways, including chronic inflammation,
neuroendocrine dysregulation, and metabolic disturbances, that underpin this interconnection. It also
considers the psychosocial and socioeconomic determinants that compound vulnerability and
perpetuate cycles of disadvantage. The researcher synthesizes evidence on the clinical implications of
this interconnection, demonstrating that individuals with concurrent mental and physical health
conditions experience poorer treatment outcomes, higher mortality, and significantly diminished
quality of life. The paper argues for an urgent paradigm shift towards integrated, multidisciplinary
models of care that address the whole person. By critically appraising the evidence and identifying
gaps in current knowledge, this review provides a foundation for future research, clinical practice, and
policy that acknowledges the indivisibility of mental and physical health.
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INTRODUCTION

genetic, epigenetic, and environmental influences that shape
the rest of the body (Kim et al., 2025; Ciubara et al., 2015;
Mishra et al., 2022; Ciubara et al., 2016). The exposome,

The Cartesian legacy of mind-body dualism has cast a long
shadow over the practice of medicine, fostering a
fragmentation that has persisted for centuries (Murthy, 2025).
Despite the accumulating evidence demonstrating the intricate
connections between psychological states and physiological
processes, healthcare systems have largely been organized
around a disease- or organ-focused approach, treating mental
and physical conditions as separate and distinct entities
(Murthy, 2025). This dichotomy, which Murthy (2025)
identifies as emerging from historical concepts and the
specialty-based categorization of diseases, has led to service
fragmentation, stigmatization, and profound inequities in care
(Murthy, 2025). The consequences of this separation are not
merely administrative; they have tangible and often
devastating impacts on patient outcomes, as documented
extensively in the literature on integrated care (Singh et al.,
2025; Scott & Gorey, 2025). Contemporary understanding,
however, compels us to abandon this artificial division. The
brain is not an isolated organ but is embedded within a
complex network of biological systems, subject to the same

comprising the totality of environmental exposures from
conception onwards, interacts with genetic vulnerability to
influence both mental and physical health trajectories.
Recognizing this, the World Health Organization has recently
championed an integrated operational framework for mental
health, brain health, and substance use, acknowledging the
shared determinants and common neural pathways that unite
these conditions (Murthy, 2025). The recognition that
endocrine, metabolic, and nutritional disorders frequently co-
occur with psychiatric conditions has been a central theme in
contemporary psychopathology research, moving beyond the
historical separation of these domains (Solmi et al., 2026;
Chute & Celik, 2021). Indeed, the very classification systems
that have traditionally separated these conditions are now
being re-evaluated in light of the overwhelming evidence for
their interconnection (Chute & Celik, 2021). The
epidemiological  imperative = for  understanding this
interconnection cannot be overstated. As Solmi e al. (2026)
demonstrated in their comprehensive umbrella review, the co-
occurrence of psychiatric and physical health conditions is not
a marginal phenomenon but a central feature of population
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health. The methodological rigor of such umbrella reviews has
been extensively discussed in the literature, with Fusar-Poli
and Radua (2018) and Ioannidis (2009) providing foundational
principles for integrating evidence from multiple meta-
analyses. Fornaro et al. (2026) further advanced this
methodology by developing credibility-graded analyses of
prevalence rates in psychiatry, adding another layer of
methodological sophistication to the epidemiological
understanding of these conditions. The developmental
perspective on comorbidity, as articulated by Beauchaine and
McNulty (2013), emphasizes that comorbidities and
continuities should be viewed as ontogenic processes,
suggesting that early developmental trajectories shape the
emergence of multiple conditions over time. This review seeks
to synthesize the substantial and growing body of evidence
demonstrating that mental health and physical health are not
merely correlated but are fundamentally intertwined. The
researcher will explore the prevalence of this comorbidity,
examining how psychiatric disorders frequently co-occur with
metabolic, endocrine, and cardiovascular diseases, and vice
versa. The biological pathways, including the role of chronic
inflammation, the dysregulation of the hypothalamic-pituitary-
adrenal (HPA) axis, and metabolic disturbances, will be
explored to provide a mechanistic understanding of this
connection. Furthermore, the researcher will also consider the
social and economic determinants that underpin and exacerbate
these patterns, creating cycles of disadvantage that are difficult
to break. Finally, the researcher will discuss the clinical and
public health implications, advocating for a paradigm shift
towards integrated, holistic models of care that are essential for
improving outcomes and reducing the global burden of these
intertwined epidemics.

The Epidemiological Imperative: Patterns and Prevalence
of Comorbidity: The frequency with which mental and
physical health conditions co-occur is not a marginal
phenomenon but a central feature of population health. A
landmark umbrella review by Solmi et al. (2026), synthesizing
data from 81 meta-analyses encompassing over 254 million
records, provides an authoritative atlas of this multimorbidity
(Solmi et al., 2026). This comprehensive analysis documented
the co-occurrence of psychiatric disorders with endocrine,
nutritional, and metabolic conditions, identifying prevalence
estimates with strong credibility across a range of pairings
(Solmi et al., 2026). The methodological approach employed
by Solmi et al. (2026) built upon the foundational work of
Fusar-Poli and Radua (2018), who established ten simple rules
for conducting umbrella reviews, and loannidis (2009), who
provided a primer on integrating evidence from multiple meta-
analyses. Fornaro et al. (2026) further refined these
methodological approaches by developing credibility-graded
analyses specifically for prevalence rates in psychiatry.

The data from Solmi ef al. (2026) are striking and demand
clinical attention. The review found that 17.0% of individuals
with autism spectrum disorder also present with obesity (Solmi
et al., 2026). In the context of schizophrenia, Vitamin-D
deficiency was observed in 65.3% of cases (Solmi et al.,
2026). The prevalence of major depressive disorder (MDD)
among individuals with diabetic foot ulcer was 47.0%, while it
was 61.8% in those with diabetes mellitus more broadly
(Solmi et al., 2026). Furthermore, 30.5% of individuals with
metabolic syndrome and 37.0% of those with polycystic ovary
syndrome (PCOS) also met criteria for MDD (Solmi et al.,
2026). Anxiety disorders were also highly prevalent, affecting

48.0% of women with PCOS and 21.3% of those with type-1
diabetes (Solmi et al., 2026). Conversely, the presence of
MDD was associated with an 8.7% prevalence of type-2
diabetes (Solmi et al., 2026). These robust estimates
underscore a critical point: these are not chance associations
but systematic patterns of co-occurrence that demand clinical
attention. The bidirectional nature of these associations is
further supported by research on endocrine disorders such as
Cushing's syndrome and Addison's disease, which have well-
documented psychiatric manifestations (Lhul et al., 2026;
Zhang et al., 2024). Similarly, thyroid dysfunction has been
consistently linked to mood disorders, with Shrestha et al.
(2025) providing a comprehensive review of this relationship,
while Kijima et al. (2023) explored anxiety symptoms
specifically in the context of endocrine disorders. This pattern
extends to the relationship between mental health and
cardiovascular disease (CVD). As Singh et al. (2025)
emphasize in their review, mental health conditions like
depression and anxiety not only increase the risk of developing
CVD but are also more prevalent in individuals with pre-
existing cardiovascular conditions, creating a harmful,
bidirectional feedback loop (Singh et al., 2025). This
observation is supported by findings that comorbid MDD in
diabetic populations increases the relative risk of all-cause
mortality (RR=1.48) and dementia (RR=2.1) (Solmi et al.,
2026). The presence of ADHD in individuals with type-1
diabetes was associated with increased glycated hemoglobin
(HbAlc) levels (SMD=0.7), suggesting that mental health
comorbidity can directly impair the management of physical
health conditions (Solmi ef al., 2026). Similarly, diabetes was
found to increase the risk of 30-day hospital readmission in
people with dementia (RR=1.2) (Solmi et al., 2026).

This evidence demonstrates that comorbidity is not merely an
additive burden but a multiplicative one, where the presence of
one condition significantly worsens the prognosis of the other.

The economic and social costs of these concurrent conditions
are immense. Scott and Gorey (2025), in their meta-analysis on
concurrent disorders, highlight that individuals with both a
substance use disorder and a mental health diagnosis respond
less favorably to current treatment interventions than those
with a single disorder (Scott & Gorey, 2025). Their pooled,
sample-weighted risk ratio of 1.71 strongly suggests that those
with concurrent disorders are largely disadvantaged in
treatment, with a roughly two-fold increased risk of poor
outcomes such as relapse, emergency department visits, and
rehospitalization (Scott & Gorey, 2025). This is compounded
by the fact that concurrent disorders reduce an individual's life
expectancy by 10 to 20 years and place a staggering economic
strain on healthcare systems, with costs in Canada alone
exceeding those for all cancer treatments (Rush et al., 2008).
The literature on treatment outcomes for co-occurring
disorders has consistently demonstrated these poor outcomes,
with McKee (2017) and Hakobyan et al. (2020) providing
comprehensive reviews of the treatment literature. The policy
implications of these findings have been explored by
Wiktorowicz et al. (2019), who examined the Canadian policy
landscape for concurrent disorders, while Chesney et al. (2014)
documented the elevated risks of all-cause and suicide
mortality associated with mental disorders. The issue of stigma
further compounds these challenges. Research on mental
health self-stigma has demonstrated that individuals with
multiple mental health conditions experience heightened self-
stigma, which in turn negatively impacts treatment engagement
and outcomes (SSM - Mental Health, 2025). This is
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particularly concerning given that substance use disorders
often co-occur with other mental health conditions, increasing
the burden of self-stigma and complicating treatment further
(SSM - Mental Health, 2025). Green et al. (2023) documented
the inadequate treatment that individuals with concurrent
disorders frequently receive, while Morin et al. (2020)
examined the broader health outcomes in this population,
consistently finding poorer outcomes compared to those with
single disorders. The developmental trajectory of comorbidity
has been extensively studied. The work of Merikangas et al.
(2010) documented the lifetime prevalence of mental disorders
in U.S. adolescents, providing foundational data on the early
emergence of these conditions. Connor ef al. (2010) examined
developmental trajectories in the context of juvenile
delinquency and psychopathy, highlighting how early
behavioral patterns can predict later psychopathology. The
dimensional approach to psychopathology has provided new
frameworks for understanding these developmental patterns.
The p factor model proposed by Caspi et al. (2014) suggests
that a single general psychopathology factor underlies the
structure of psychiatric disorders, while the Hierarchical
Taxonomy of Psychopathology (HiTOP) developed by Kotov
et al. (2017) offers a dimensional alternative to traditional
nosologies. Michelini et al. (2021) have further advanced this
work by integrating RDoC and HiTOP, providing a new
perspective on psychopathology that has significant
implications for understanding comorbidity patterns across the
lifespan.

Biological Mechanisms: The Pathways of Connection: The
statistical associations between mental and physical health are
grounded in a complex network of biological pathways. Two
of the most significant mechanisms are the neuroendocrine
stress  response and  systemic  inflammation. = The
neuroendocrine system plays a particularly crucial role in
mediating the relationship between mental and physical health,
with the thyroid axis, the HPA axis, and the hypothalamic-
pituitary-gonadal axis all demonstrating involvement in
psychiatric and physical health conditions (Chirita et al.,
2023). The historical recognition of these connections dates
back to Kraepelin's era, with Mishra et al. (2022) documenting
early endocrine theories of dementia praecox, while Ciubara et
al. (2015) and Ciubara et al. (2016) explored the role of
thyroid  hormones and endocrine  dysfunction in
neurodevelopment and brain atrophy.

The Stress Response and Neuroendocrine Dysregulation:
The hypothalamic-pituitary-adrenal (HPA) axis is a central
component of the body's physiological response to stress. As
Singh et al. (2025) outline, the activation of this axis triggers
the release of glucocorticoids, which, in the short term, provide
a survival advantage by enhancing metabolism, cognition, and
immune suppression (Singh et al., 2025). However, chronic or
repeated exposure to stressors leads to dysregulation of the
HPA axis, resulting in persistently elevated cortisol levels.
This state of chronic hypercortisolemia contributes to a
cascade of adverse effects, including metabolic syndrome,
insulin resistance, and central obesity, all of which are key risk
factors for cardiovascular disease (Singh er al., 2025).
Furthermore, chronic HPA axis activation induces
glucocorticoid resistance in immune cells, impairing their
ability to regulate inflammatory responses and thereby
promoting low-grade, systemic inflammation (Singh et al.,
2025). This mechanism is particularly relevant to the
relationship between depression and cardiovascular health.

Singh et al. (2025) note that studies consistently show that
patients with significant depression have elevated levels of
immune markers associated with chronic inflammation. The
administration of inflammatory stimuli has been shown to
induce depressive symptoms, and conversely, the suppression
of inflammatory cytokines can alleviate these symptoms
(Singh ef al., 2025). This suggests that for many individuals,
depression is not merely a psychological state but a
manifestation of systemic physiological dysregulation. The
neuroendocrine correlates of psychiatric disorders have been
extensively documented by Chirita et al. (2023), who provided
a comprehensive overview of the endocrine factors involved in
the pathogenesis of mental illness. Research on specific
endocrine conditions has further elucidated these pathways,
with Lhul et al. (2026) examining depression in Cushing's
syndrome, Zhang et al. (2024) documenting the psychiatric
manifestations of Addison's disease, and Pantoja-Coronel ef al.
(2026) exploring  hyperprolactinemia and  depressive
symptoms. The role of thyroid hormones in mood regulation
has been thoroughly examined by Shrestha et al. (2025), while
Wagner et al. (2026) provided a meta-analytic synthesis of
depression prevalence in diabetes.

Inflammation: The Common Soil: The concept of
inflammation as a "common soil" linking diverse diseases has
gained considerable traction. Singh et al. (2025) describe how
systemic and localized inflammatory processes are now
understood to be essential factors in the onset and progression
of cardiovascular disease, affecting every stage from
endothelial dysfunction to clinical symptom presentation.
Inflammatory biomarkers can predict CVD risk, often
independent of traditional risk factors (Singh et al., 2025). The
link between inflammation and depression is equally well-
established, with patients showing elevated levels of tumor
necrosis factor, interleukins (IL-1 beta and IL-6), and C-
reactive protein (CRP) (Singh ef al., 2025). Post-mortem brain
samples of depressed individuals also demonstrate increased
inflammatory responses, including microglia activation (Singh
et al., 2025).

The interaction between mental health and physical health is
therefore not superficial but is woven into the fabric of our
biology. Psychiatric disorders can trigger and perpetuate a pro-
inflammatory state, which in turn contributes to the
development of metabolic and cardiovascular diseases, which
further exacerbate the inflammatory state and worsen mental
health. This vicious cycle lies at the heart of the comorbidity
epidemic. The adverse endocrine and metabolic effects of
psychotropic medications have also been documented, with
Correll and Carlson (2006) providing an early comprehensive
review of these effects in children and adolescents,
highlighting how iatrogenic factors can further compound the
biological vulnerability in this population. The classification of
endocrine, nutritional, and metabolic diseases in the ICD-11,
as described by Chute and Celik (2021), reflects the growing
recognition of the interconnectedness of these conditions.

Genetic and Epigenetic Factors: Beyond the neuroendocrine
and inflammatory pathways, emerging evidence suggests that
genetic and epigenetic factors play a significant role in the
comorbidity between mental and physical health conditions.
The p factor model proposed by Caspi et al. (2014) suggests
that a general psychopathology factor may reflect shared
genetic vulnerabilities that also predispose individuals to
physical health conditions. Kotov et al. (2017) and Michelini
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et al. (2021) have further developed dimensional models that
may help explain the shared heritability between psychiatric
and physical disorders. The developmental perspective
articulated by Beauchaine and McNulty (2013) suggests that
early-life adversities can trigger epigenetic changes that
influence both mental and physical health trajectories across
the lifespan. These genetic and epigenetic mechanisms interact
with environmental exposures, as described in the exposome
framework, to shape the complex patterns of comorbidity
observed in epidemiological studies (Kim et al., 2025).

The Role of Lifestyle and Social Determinants: While
biological mechanisms are crucial, they do not act in a
vacuum. Lifestyle factors and broader social determinants of
health play an equally critical role in shaping the intertwined
trajectories of mental and physical health.

Lifestyle as a Bidirectional Pathway: A foundational
relationship exists between mental health and health-promoting
behaviors such as physical activity and nutrition. A narrative
review by the authors of the health pyramid framework posits
that a healthy mental state is often a prerequisite for
establishing and maintaining beneficial habits like a balanced
diet and regular exercise (Discover Psychology, 2024). This
creates a positive feedback loop: a healthy mind fosters healthy
behaviors, which in turn bolster mental and emotional
resilience (Discover Psychology, 2024). Conversely, mental
ill-health can be a significant barrier to adopting or
maintaining these habits. For instance, individuals
experiencing anxiety may face unique obstacles to physical
activity due to feelings of fear, social withdrawal, and concerns
about physical sensations, creating a cycle of inactivity and
worsening anxiety (Discover Psychology, 2024). Similarly, a
cross-sectional study found that individuals with higher levels
of anxiety and depression consumed fewer calories overall
while increasing their sugar intake, reinforcing the idea that
mental state influences nutritional choices (Discover
Psychology, 2024).

The evidence for the protective effects of physical activity is
robust. A landmark 11-year study of 33,908 adults found that
regular exercise was associated with a decreased risk of
developing depression, with even small amounts of activity
providing protective effects (Discover Psychology, 2024). A
more recent systematic review and multilevel meta-analysis of
over 3.3 million people by the British Journal of Sports
Medicine extended this understanding by examining domain-
specific physical activity (British Journal of Sports Medicine,
2026). The review found that leisure-time physical activity was
positively associated with mental health and inversely
associated with mental ill-health (British Journal of Sports
Medicine, 2026). However, the relationship was domain-
dependent: work-related physical activity was paradoxically
associated with poorer mental health outcomes (British Journal
of Sports Medicine, 2026). This suggests that the context of
physical activity is crucial; it is not merely movement but
purposeful, leisure-time activity that yields the greatest
benefits for psychological well-being.

Sleep is another critical lifestyle pillar. Chronic sleep
deprivation is strongly linked to an increased risk of
developing mental health disorders like depression, likely due
to disruptions in neurotransmitter balance and neural activity in
key brain regions (Discover Psychology, 2024). Poor sleep
quality also compromises decision-making and emotional

regulation, leading to increased calorie intake, a preference for
high-fat, high-carbohydrate foods, and lower levels of physical
activity, thereby compounding the negative impact on both
mental and physical health (Discover Psychology, 2024). This
intricate network of relationships reinforces the idea that
lifestyle factors are not independent variables but are deeply
embedded in the biopsychosocial matrix of health.

The Social Determinants of Health: A Framework for
Inequality: The relationship between mental and physical
health is profoundly shaped by social determinants. As Salem
et al. (2025) articulate in their conceptual framework,
socioeconomic  factors including income, education,
occupation, and social position significantly shape mental
health outcomes (Salem et al., 2025). Access to resources,
exposure to stressors, neighborhood environment, and social
support networks are key mechanisms through which these
disparities affect psychological well-being (Salem et al., 2025).
These determinants do not act in isolation; they intersect with
race, gender, and age to create compounded vulnerabilities
(Salem et al., 2025). A comprehensive review on addressing
social determinants in individuals with mental disorders
highlights that factors such as childhood abuse and neglect,
trauma, discrimination due to stigma, social isolation,
unemployment, food insecurity, housing instability, and
incarceration are of particular relevance to persons with mental
disorders (Translational Psychiatry, 2025). These adverse
conditions have moderate-to-large effect sizes on the risk and
severity of conditions like schizophrenia-spectrum disorders
and major depressive disorder (Translational Psychiatry,
2025). The association is likely bidirectional; social adversity
increases the risk of mental ill-health, and mental ill-health, in
turn, can lead to social exclusion and economic hardship,
creating an entrenched cycle of disadvantage (Translational
Psychiatry, 2025).

Furthermore, the effectiveness of interventions is not uniform
across populations. A systematic review on social interventions
for mental ill-health found that participant characteristics were
poorly reported in the literature, making it difficult to
understand if interventions are effective for the most
marginalized groups (Social Psychiatry and Psychiatric
Epidemiology, 2025). Crucially, results from four randomized
controlled trials indicated that these interventions are less
effective for those in lower socioeconomic groups, suggesting
that without concerted effort, interventions may inadvertently
widen inequalities (Social Psychiatry and Psychiatric
Epidemiology, 2025). The failure of services to address social
needs disproportionately disadvantages those already facing
multiple adversities, including racial and ethnic minority
groups, who are more likely to experience social and economic
hardship and face pervasive inequalities in access to care
(Translational Psychiatry, 2025). The intersection of
homelessness and concurrent disorders has been particularly
well-documented, with Schiitz et al. (2019) and Torchalla et al.
(2014) providing systematic reviews demonstrating the
elevated prevalence and complex treatment needs of homeless
populations with co-occurring mental health and substance use
disorders.

Clinical and Public Health Implications: The evidence
presented throughout this review necessitates a fundamental
re-evaluation of how healthcare is organized and delivered.
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The Case for Integrated Care: The current system of
fragmented care is demonstrably failing patients with
comorbid mental and physical health conditions. The findings
of Scott and Gorey (2025) that individuals with concurrent
disorders have significantly poorer treatment outcomes
underscore the inadequacy of siloed approaches (Scott &
Gorey, 2025). This is particularly concerning given that
substance use disorders often co-occur with other mental
health conditions, increasing the burden of self-stigma and
complicating treatment further (SSM - Mental Health, 2025).
The developmental perspective on comorbidity, as articulated
by Beauchaine and McNulty (2013), emphasizes that
comorbidities and continuities should be viewed as ontogenic
processes, suggesting that early developmental trajectories
shape the emergence of multiple conditions over time. This
developmental perspective is supported by the work of
Merikangas et al. (2010), who documented the lifetime
prevalence of mental disorders in U.S. adolescents, and
Connor et al. (2010), who examined developmental trajectories
in the context of juvenile delinquency.

The dimensional approach to psychopathology has provided
new frameworks for understanding comorbidity. The p factor
model proposed by Caspi et al. (2014) suggests that a single
general psychopathology factor underlies the structure of
psychiatric disorders, while the Hierarchical Taxonomy of
Psychopathology (HiTOP) developed by Kotov et al. (2017)
offers a dimensional alternative to traditional nosologies.
Michelini et al. (2021) have further advanced this work by
integrating RDoC and HiTOP, providing a new perspective on
psychopathology that has significant implications for
understanding comorbidity patterns. These dimensional
frameworks suggest that the co-occurrence of mental and
physical health conditions may reflect shared underlying
vulnerabilities rather than discrete disease entities. Kim et al.
(2025) applied these frameworks in their scoping review of
youth comorbidity patterns, identifying RDoC-informed
factors that may explain the co-occurrence of multiple
conditions.

Integrated care models offer a promising solution to the
fragmentation of current healthcare systems. By addressing
mental and physical health in a unified manner, these models
can potentially improve clinical outcomes, reduce healthcare
costs, and enhance patient adherence (Singh et al., 2025).
Singh et al. (2025) highlight the potential of such models,
particularly in managing the bidirectional relationship between
mental health and CVD. However, they also acknowledge that
significant knowledge gaps remain in implementing and
optimizing these approaches effectively (Singh et al., 2025).
The shift towards integration requires not only changes in
clinical practice but also significant policy reforms, including
increased funding for interdisciplinary care, professional
training, and ensuring equitable access to services (Singh ef al.,
2025). The role of telehealth and digital health interventions is
also emerging as a critical tool for overcoming accessibility
barriers, particularly for underserved populations (Singh et al.,
2025). The integration of treatment for concurrent disorders
has been a focus of research by Hakobyan ef al. (2020), who
systematically reviewed integrated treatment approaches, while
McKee (2017) examined treatment outcomes for individuals
with co-occurring disorders.

Implications for Research and Practice: The research
landscape must also evolve to address the complexities of

multimorbidity. The systematic review of social interventions
found that participant characteristics were poorly reported,
limiting the generalizability of findings and our ability to
determine what works for whom (Social Psychiatry and
Psychiatric Epidemiology, 2025). Future research must
prioritize the inclusion and detailed reporting of data on
socioeconomic position, race, ethnicity, and gender to ensure
that interventions are effective and equitable (Translational
Psychiatry, 2025; Social Psychiatry and Psychiatric
Epidemiology, 2025). Furthermore, there is a need for more
rigorous incorporation of frameworks like the Research
Domain Criteria (RDoC) into comorbidity studies to better
understand the neurobehavioral factors underlying shared
vulnerability (Kim et al., 2025). The work of Fusar-Poli and
Radua (2018) and Ioannidis (2009) on umbrella review
methodology provides a foundation for conducting rigorous
syntheses of evidence in this area, while Fornaro et al. (2026)
have advanced credibility-graded analyses that can help
prioritize the most robust findings in psychiatric epidemiology.
In clinical practice, there is a pressing need for standardized
guidelines on assessing and addressing social determinants of
mental health (Translational Psychiatry, 2025). While no
single clinician can address systemic issues like poverty or
housing instability, practical strategies can be implemented at
the individual, family, and community levels (Translational
Psychiatry, 2025). This includes screening for unmet social
needs, connecting patients with community resources and
social workers, and fostering empathy and trust to overcome
past negative experiences with the healthcare system
(Translational Psychiatry, 2025). The adverse effects of
psychotropic medications on endocrine and metabolic
function, as documented by Correll and Carlson (2006),
highlight the need for careful monitoring and preventive
strategies in clinical practice. The challenges of providing
adequate treatment for concurrent disorders, as documented by
Green et al. (2023), require systemic changes in healthcare
delivery.

The economic case for integrated care is compelling. Rush et
al. (2008) documented the substantial healthcare utilization
and costs associated with concurrent disorders, demonstrating
that the economic burden of these conditions rivals that of
major physical illnesses. The policy implications have been
explored by Wiktorowicz et al. (2019), who examined the
Canadian policy landscape for concurrent disorders and
identified gaps in service provision. The elevated mortality
risks documented by Chesney ef al. (2014) underscore the
urgency of improving care for individuals with mental
disorders, particularly those with comorbid physical health
conditions. The health outcomes in individuals with concurrent
disorders, as examined by Morin et al. (2020), consistently
demonstrate poorer outcomes compared to those with single
disorders, reinforcing the need for integrated, comprehensive
approaches to care.

Public  Health  Strategies and  Population-Level
Interventions: At the public health level, there is an urgent
need for population-based strategies that address the social
determinants of health and promote mental wellbeing as a
foundation for physical health. The narrative review by
Discover Psychology (2024) emphasizes the importance of
promoting physical activity and healthy nutrition as protective
factors for mental health, while the systematic review by
British Journal of Sports Medicine (2026) highlights the
domain-specific nature of these benefits, suggesting that public
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health campaigns should focus on promoting leisure-time
physical activity specifically. Salem et al. (2025) argue that
interventions targeting socioeconomic factors, such as income
support, education, and employment, can have significant
impacts on mental health outcomes at the population level.

The Translational Psychiatry (2025) review provides specific
recommendations for addressing social determinants in
individuals with mental disorders, including the need for
coordinated action across health, social, and housing sectors.
The Social Psychiatry and Psychiatric Epidemiology (2025)
systematic review highlights the importance of ensuring that
social interventions are accessible and effective for
marginalized populations, emphasizing the need to avoid
inadvertently widening health inequalities. Schiitz et al. (2019)
and Torchalla et al. (2014) provide evidence for the
effectiveness of integrated, multidisciplinary approaches for
homeless populations with concurrent disorders, suggesting
that these models should be scaled up and implemented more
broadly. The classification and coding of endocrine,
nutritional, and metabolic diseases in the ICD-11, as described
by Chute and Celik (2021), provides a framework for better
tracking and understanding the epidemiology of these
conditions, which can inform public health planning and
resource allocation. The methodological advances in umbrella
reviews and meta-analyses, as described by Fusar-Poli and
Radua (2018), Toannidis (2009), and Fornaro et al. (2026),
provide tools for evidence synthesis that can inform public
health policy and clinical guidelines.

CONCLUSION

The historical division between mental and physical health is
an artifact of a bygone era, sustained by outdated conceptual
frameworks and fragmented healthcare systems. The evidence
amassed in this review demonstrates conclusively that these
domains are inseparable, woven together by shared biological
pathways, reciprocal behavioral influences, and common social
determinants. From the prevalence of depression in individuals
with diabetes documented by Solmi et al. (2026) and Wagner
et al. (2026), to the role of inflammation in linking chronic
stress to cardiovascular disease described by Singh et al.
(2025), to the neuroendocrine correlates of psychiatric
disorders explored by Chirita et al. (2023) and others, the
interconnectedness is both profound and pervasive. The burden
of this multimorbidity is immense, leading to poorer health
outcomes, diminished quality of life, and unsustainable costs to
individuals and society, as documented by Scott and Gorey
(2025), Rush et al. (2008), and Chesney ef al. (2014).

The path forward requires a paradigm shift. A truly holistic
understanding of health must recognize mental health as its
cornerstone, the foundation upon which other healthy habits
and effective treatments are built (Discover Psychology, 2024).
This necessitates moving beyond siloed specialty care towards
integrated, person-centered models that treat the whole
individual. It demands that we address not only the biological
and behavioral aspects of disease but also the social and
economic conditions that create and perpetuate vulnerability,
as articulated by Salem ef al. (2025) and the Translational
Psychiatry (2025) review. By embracing this complexity and
advocating for a more equitable and integrated healthcare
system, we can begin to break the cycles of disadvantage and
improve the lives of millions affected by these intertwined
epidemics. The future of medicine must be one where the mind

and body are no longer treated as separate but are understood
as one.
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