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Abstract

Background: Major Depressive Disorder (MDD) is a highly prevalent condition that frequently co-occurs with chronic medical
illnesses, creating a synergistic burden that worsens quality of life, impairs treatment adherence, and increases mortality. The
relationship is bidirectional, with medical illness increasing depression risk and depression contributing to the onset and
progression of somatic disease.

Aim: This article aims to review the multidisciplinary management of depression in medically ill patients, integrating
psychological, pharmacological, nursing, social, and digital health approaches to improve detection and treatment outcomes.
Methods: The review synthesizes epidemiological data, pathophysiological mechanisms (including shared genetics,
inflammation, and neurobiological pathways), and evidence from clinical trials and meta-analyses. It evaluates diagnostic
challenges, screening tools, and a range of management strategies, including pharmacotherapy (with attention to drug-disease
interactions), psychotherapy, neuromodulation, and collaborative care models.

Results: Depression is prevalent across chronic conditions like cancer, cardiovascular disease, and diabetes, with rates often
exceeding 20%. Effective management requires an integrated, etiology-driven approach. Antidepressants and adapted
psychotherapies demonstrate efficacy, but success depends on careful agent selection to avoid adverse interactions.
Collaborative care models, which systematize screening and combine a care manager with psychiatric oversight, consistently
yield the best functional and symptomatic outcomes.

Conclusion: A multifaceted, patient-centered strategy that coordinates medical and mental healthcare is essential. Success
hinges on moving beyond simple screening to embed management within a structured, multidisciplinary framework that
addresses the complex biological, psychological, and social interplay between depression and physical illness.

Keywords: Major Depressive Disorder, Chronic Iliness, Comorbidity, Integrated Care, Collaborative Care, Antidepressants,
Psychotherapy.

1. Introduction in the general population. This elevated burden

Major depressive disorder (MDD) represents
a highly prevalent psychiatric condition, with a point
prevalence approximating one in twenty individuals
and a lifetime risk near one in six globally [1].
Prevalence estimates vary across regions and
countries, yet depression remains widespread and a
principal contributor to years lived with disability
worldwide [2]. This condition occurs with particular
frequency among patients who have concurrent
medical illnesses; in many clinical populations the
likelihood of depression is several times greater than

encompasses both the categorical diagnosis of MDD
and subthreshold depressive symptomatology that
does not meet full diagnostic criteria. In the present
Primer, the term MDD denotes the formal diagnostic
entity, depressive symptoms’ denotes subthreshold
presentations, and ‘‘depression’” is used when
referring to both categories or to more general
statements. The clinical consequences of comorbid
depression are substantial. When depression coexists
with chronic medical disease, the combined impact on
health is often additive and, in some cases, synergistic,
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leading to larger decrements in overall health status
than those produced by either condition alone [3].

Comorbid depression frequently diminishes
patients’ quality of life, thereby amplifying the overall
disease burden [4]. The magnitude of this effect on
quality of life depends on features of the medical
illness, the treatments employed, the resources
accessible to the patient, and the severity of depressive
symptomatology. Depressive symptoms also impair
adherence to medical regimens, a phenomenon
documented in conditions such as diabetes mellitus [5]
and in patients with brain tumors [6], and they
correlate with a greater probability of receiving care
that departs from guideline recommendations, as
observed among women with breast cancer [7].
Beyond effects on adherence and quality of life,
comorbid depression has been linked to poorer
prognosis and increased mortality across a range of
medical conditions [8,9,10]. Conversely, the presence
of mental disorders, including MDD, appears to
elevate the subsequent risk of developing diverse
medical illnesses later in life, with implications for
long-term morbidity and mortality [11]. Large-scale
population data corroborate these observations; for
example, a nationwide Danish study reported excess
life-years lost associated with mental disorders in
relation to medical causes [12]. Notably, suicide does
not appear to be the principal driver of this excess
mortality, and its relative contribution to the increased
mortality observed among patients with comorbid
depression has declined in some analyses [12,13].
Synthesis of epidemiological evidence, including an
umbrella review, indicates nominally significant
associations between MDD and elevated mortality
across the settings and populations assessed [14].
Nonetheless, the question of causality—whether
depression directly increases mortality risk—remains
contested and subject to ongoing debate [15]. Overall,
the empirical literature underscores that depression in
the context of physical illness is common, clinically
consequential, and linked to adverse outcomes across
multiple domains of patient health, while also
highlighting important gaps in causal understanding
and the need for integrated approaches to detection and
management.
Epidemiology

Major depressive disorder affects about five
percent of the general population at any given time
[16,17] and carries an approximate lifetime risk of
fifteen percent [18]. Prevalence varies by sex, age and
medical comorbidity. Women show higher rates than
men [18,19]. Older adults, particularly those older
than seventy five years, demonstrate greater frequency
than younger groups [20,21]. People with medical
illnesses exhibit higher rates than those without such
illnesses [22,23]. Within hospital settings, roughly
twelve percent of inpatients meet criteria for comorbid
MDD [22]. In outpatient general medical clinics, about
twenty seven percent of patients show depression or
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depressive symptoms [23]. Estimates derive from
heterogeneous studies. The cited meta-analyses
combined investigations that differed in disease
severity, stage and duration, and that applied varied
instruments to assess depression, including self-rated
and clinician rated measures. Timing of assessment
also varied across studies. Some reports used point
prevalence. Others reported prevalence within twelve
months or beyond one year after onset of the medical
condition. Few  meta-analyses  systematically
compared prevalence across these reference periods.
For stroke, investigators examined differences by
reference time. For most conditions, pooled
prevalence reflects a mean across studies with mixed
timing. This methodological diversity contributes to
wide ranges in reported rates. For example, studies of
hospital inpatients produced a mean prevalence near
twelve percent, but individual estimates ranged from
five percent to thirty four percent [22]. Readers
seeking comprehensive discussion of measurement,
sampling and timing issues should consult the
extended reviews cited elsewhere [16,17]. Despite
variation in methods, a consistent finding emerges:
MDD occurs commonly in the general population and
even more commonly in groups defined by female sex,
advanced age and concurrent medical illness. This
pattern has implications for screening and for
allocation of clinical resources across care settings. It
also underscores the need for standardized study
designs when estimating comorbid MDD prevalence
in specific medical populations. Standardization
would reduce heterogeneity and allow clearer
comparison of rates across diseases, across stages of
illness and across assessment intervals.

The prevalence of major depressive disorder
(MDD) among patients with cancer has been
quantified across multiple meta-analyses and large
cohort studies, revealing a substantial and clinically
meaningful burden. Meta-analytic estimates derived
from studies that applied structured diagnostic
interviews in oncological and haematological settings
indicate a point prevalence of comorbid MDD of
approximately 16.3% among patients receiving active
treatment in these specialties [24]. Comparable rates
have been observed in palliative care populations, with
a pooled diagnostic-interview prevalence of 16.5%
[24]. When investigations combine diagnostic
interviews and self-report instruments, pooled
estimates differ according to assessment modality;
diagnostic interviews yield a pooled prevalence near
14%, whereas self-report measures produce a wider
range, commonly between 7% and 24% [25]. Such
modality-dependent  differences  reflect  both
instrument sensitivity and the tendency for self-report
scales to capture a broader spectrum of distress and
subthreshold symptomatology. Across studies, certain
sociodemographic and clinical correlates of comorbid
MDD emerge consistently. Younger age (<60 years),
female sex and greater socioeconomic deprivation are
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associated with higher rates of MDD in cancer cohorts
[25]. Temporal patterns also appear prevalence tends
to be higher during active treatment compared with
intervals following treatment completion. For
example, pooled estimates from studies using
diagnostic interviews indicate a prevalence of 14%
during treatment, declining to 9% within the first year
after treatment and to 8% one year or later; when self-
report instruments are used, prevalence during
treatment approximates 27%, with values of 21% and
15% at the corresponding post-treatment intervals
[25]. These aggregated findings accord with disease-
specific longitudinal observations. In prostate cancer
cohorts, reported rates were 17.3% prior to treatment,
14.7% during treatment and 18.4% after treatment
[26]. In ovarian cancer cohorts, reported prevalences
were 25.3% before treatment, 23.0% during treatment
and 12.7% after treatment [27]. Collectively, these
results suggest that active disease and its management
may be associated with elevated depression risk,
although the trajectory of risk is heterogeneous and
likely influenced by disease type, treatment modality
and  psychosocial  context.  Notably, some
investigations failed to detect differences in MDD
prevalence according to the timing of initial treatment
or to whether treatment intent was curative or
palliative, and meta-analyses have reported
insufficient data to stratify prevalence reliably by
cancer stage or specific therapeutic approaches
[24,25]. This heterogeneity underscores an important
methodological limitation of existing literature: many
syntheses pool studies that use different case
definitions, assessment instruments and reference time
windows, thereby generating summary estimates that
mask clinically relevant variation.
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Figure-1: Prevalence of Depression comorbid
chronic diseases.

Variation in prevalence across tumour types
has been reported repeatedly, though the etiological
basis for these differences remains unsettled. High
prevalence estimates have been observed in ovarian
cancer and in patients with primary brain tumours
[27,28]. A large cross-sectional German study that
sampled major cancer types identified particularly
elevated rates of mood disorders among patients with
breast tumours, women with reproductive tract
malignancies and individuals with renal tumours [29].
Explanations for between-cancer variation likely
include multiple interacting factors: tumour site and its
functional consequences, sex-specific vulnerability,
the burden of comorbid medical conditions,
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socioeconomic status, the nature and intensity of
oncological treatments, the interval since diagnosis
and the severity of cancer-related symptoms such as
pain and fatigue. Childhood cancer survivors show an
elevated risk of MDD in adulthood relative to
population comparators, though research on
depressive  disorders in  paediatric  oncology
populations remains limited and methodologically
heterogeneous [30].

Cardiovascular disease cohorts show a broad
but consistently elevated prevalence of comorbid
MDD that correlates with disease severity. In heart
failure, reported prevalences range  from
approximately 11% in patients with New York Heart
Association (NYHA) class | disease to as high as 42%
in those with class IV disease, highlighting a strong
association between functional impairment and
depressive morbidity [8]. Some evidence suggests that
younger patients (<60 years) with heart failure may be
especially susceptible to depression [31]. Peripheral
artery disease cohorts show similarly wide prevalence
ranges (3-48%), with greater depression prevalence
observed in individuals with more severe symptomatic
disease [32]. Following acute myocardial infarction,
roughly 28% of patients manifest comorbid MDD
[33]. Risk is not uniformly distributed; depression
occurs more frequently among women, among
patients with anterior infarction, and in individuals
with comorbid hypertension, prior myocardial
infarction or diabetes mellitus [33,34]. A further meta-
analysis corroborated sex differences in post-
infarction depression while identifying sex-specific
associations with cardiac function: reduced left
ventricular ejection fraction correlated with higher
depression scores in men but not consistently in
women [34].

Metabolic  disease  populations  also
demonstrate high prevalence of depressive disorders,
with sex differences and age gradients. Estimates
indicate comorbid MDD prevalence of approximately
23% among men and 34% among women with type 2
diabetes mellitus [35]. For type 1 diabetes mellitus the
pooled MDD prevalence is lower, around 12% [36],
yet depressive symptoms are frequently observed in
adolescents and young adults with type 1 diabetes
(pooled symptom prevalence ~30.04%) [37]. In type 2
diabetes cohorts, younger patients (<65 years) exhibit
higher rates of depression (31%) compared with older
patients (21%) [35]. Additional metabolic or
endocrine conditions demonstrate elevated rates; for
example, women with polycystic ovary syndrome
exhibit depressive symptom prevalence near 36.6%
[38]. These findings underscore the bidirectional
interface between metabolic dysregulation and mood
disturbances and point to age, sex and disease
chronicity as important moderators.

Neurological diseases carry a high burden of
depression, often linked to lesion location, disability
and disease course. Post-stroke depression based on
structured diagnostic interviews shows a pooled
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prevalence of 17.7% at a mean follow-up of 6.9
months after stroke, increasing to 33.5% when
subthreshold depressive symptoms are included [39].
In the acute post-stroke interval (mean 3.4 weeks),
diagnostic-interview prevalence approximates 18.1%
[39]. Longitudinal meta-analyses of observational
cohorts indicate that nearly one third of patients
experience depression at multiple post-stroke time
points (<1 month, 6 months, 12 months and beyond)
[40]. Depression appears more frequently after left
hemisphere stroke and among patients with aphasia
[39]. In multiple sclerosis, pooled estimates place
MDD prevalence near 21%, with depressive symptom
prevalence around 35% [41]. Although women with
MS show higher risk of MDD than men, the female-
to-male disparity in MS is smaller than that observed
in the general population [42]. Evidence regarding the
relationship between MS neurological disability and
depression is mixed; however, large longitudinal
cohorts suggest that baseline comorbid MDD predicts
accelerated accumulation of disability over time
[43,44]. Epilepsy cohorts report an overall MDD
prevalence of 21.9% with higher rates in women
(26.4%) than men (16.7%) [45]. Parkinson disease
cohorts demonstrate MDD prevalence near 22.9%
[46], whereas Alzheimer disease cohorts show lower
pooled MDD prevalence estimates around 12.7% [47].

Inflammatory ~ and immune-mediated
disorders exhibit elevated rates of depression, with
meta-analyses reporting prevalences generally in the
15-25% range across systemic lupus erythematosus,
psoriasis, rheumatoid arthritis and inflammatory
bowel disease (IBD) [48-51]. Depressive symptom
prevalence estimates are often higher: approximately
21.6% in IBD, 28% in psoriasis and 38.8% in
rheumatoid arthritis [49,50,51]. Within rheumatoid
arthritis, younger age is associated with higher MDD
prevalence [50]. IBD subtypes differ; Crohn’s disease
shows higher MDD prevalence (25.3%) than
ulcerative colitis (16.7%), and active disease is
associated with substantially higher rates of MDD
(40.7%) compared with remission (16.5%) [51]. These
patterns  highlight the relationship  between
inflammatory activity, symptom burden and affective
disturbance.

When considered together, the
epidemiological literature demonstrates that many
chronic medical conditions are associated with
substantial rates of comorbid MDD, frequently
exceeding 10% and often surpassing 20%, implying
that depression prevalence in medically ill populations
is at least double and commonly severalfold greater
than in the general population. Subthreshold
depressive symptoms occur even more commonly
than syndromal MDD. Age-related patterns vary by
disorder; in several conditions younger patients (<65
years) show higher depression prevalence, possibly
reflecting the psychological toll of facing severe,
chronic illness at a younger life stage [25,31,35].
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Associations between comorbid depression and
disease severity, activity or progression have been
reported for multiple disorders, but causal inference is
limited by heterogeneity in study designs,
measurement approaches and follow-up intervals.
Future research should aim for standardized case
definitions, consistent timing of assessments and
stratified analyses to identify high-risk subgroups and
to clarify temporal and causal relationships between
physical disease trajectories and depressive morbidity.
Mechanisms/pathophysiology

The association between chronic medical
disorders and major depressive disorder often operates
in both directions. Medical illness can increase the risk
of depression. Depression can increase the risk of
medical illness. Multiple biological and behavioural
pathways may explain these links. A single patient
may show several of these pathways acting together.
This section summarizes key candidate mechanisms
and illustrates them with examples from major disease
areas. Shared genetic risk offers one plausible
mechanism. Large genetic datasets have enabled tests
of overlap between genetic liability for MDD and a
wide set of somatic outcomes. One analysis correlated
an MDD polygenic score with 925 disease outcomes
in the UK Biobank. The strongest links occurred with
other psychiatric conditions such as anxiety, but
associations also appeared with ischaemic heart
disease and hypercholesterolaemia and with several
inflammatory and haemorrhagic gastrointestinal
disorders including oesophagitis and non-infectious
gastroenteritis [52]. Re-analyses across multiple
genome-wide association study datasets identified
some overlap between psychiatric traits and
inflammatory disorders. For MDD the most robust
overlap after multiple-test correction involved
hypothyroidism [53]. Targeted studies produced more
specific findings. Multiple large cohorts show genetic
overlap between obesity and MDD. Higher polygenic
risk for greater body mass index associated with
increased risk of atypical depression that features
weight gain or increased appetite but did not associate
with depression lacking those symptoms [54,55]. The
atypical subtype also carried higher polygenic risk for
elevated inflammatory markers such as C-reactive
protein, suggesting a biological link between
adiposity, inflammation and a depressive clinical
profile [55]. By contrast, studies that tested genetic
overlap between depression and glycaemic traits, type
2 diabetes or coronary disease provided weak or
inconsistent support for a shared genetic basis [56—
59]. A very large GWAS that included more than one
million cases and controls found essentially no overlap
between genetic risk for psychiatric disorders and the
most common neurological illnesses such as multiple
sclerosis, stroke, Parkinson disease, epilepsy and
Alzheimer disease [60]. No convincing evidence has
emerged to support a genetic overlap between cancer
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and depression, beyond small candidate gene reports
[61].

Beyond static genetic risk, shared
neurobiological and systemic mechanisms may
underlie comorbidity. These mechanisms can precede
diagnosis of either condition or arise as part of the
somatic disease process and thereby increase
vulnerability to depressive symptoms. Many of the
systems implicated in primary MDD also appear in
studies of depression within medical populations.
Establishing causality is difficult. Animal models that
combine a somatic lesion with valid behavioural
readouts for depression are scarce because the induced
physical disorder can confound behavioural testing.
An exception exists. A mouse study showed that
obesity drove anxiety and depression-like behaviour
through inflammatory mechanisms independent of
weight itself. This experiment links the human genetic
findings on obesity, inflammation and atypical
depression to a causal biological pathway in an animal
model [62]. Human evidence comes largely from
observational and cohort studies. Prospective work in
cardiovascular cohorts supplies many of the best
longitudinal data. Increased activation and impaired
feedback regulation of stress systems such as the
hypothalamic pituitary adrenal axis and the
sympathetic nervous system represent established
markers that precede MDD onset in multiple settings
[63]. In coronary disease cohorts elevated urinary
noradrenaline and higher cortisol levels associated
with depressive symptom burden [64,65]. These
findings mirror experimental and clinical data that tie
stress system dysregulation to mood disturbance.

Inflammation has attracted intensive study as
a mediator linking somatic disease and depression.
Meta-analyses show that patients with MDD have
higher circulating cytokines and CRP and that imaging
studies detect signals consistent with
neuroinflammation such as elevated translocator
protein binding, a proxy for microglial activation [66—
69]. Experimental human studies and animal models
demonstrate that inflammatory signals can induce
transient depressive symptoms. Cytokine
administration in humans produces behavioural
changes that mimic core depressive features and
inflammatory challenges in animals alter affective
behaviour [70]. This causal evidence supports the
hypothesis that medical disorders with a strong
inflammatory component may raise depression risk
through immune signaling. Rheumatoid arthritis
exemplifies this model. Cytokine pathways have been
implicated repeatedly in RA associated with
depressive symptoms and specific cytokine targets
such as interleukin 6 have been studied in clinical trials
[71]. Meta-analyses and pooled patient level re-
analyses of randomized controlled trials indicate that
cytokine inhibitors, especially agents targeting IL-6
and 1L-12/1L-23, reduce depressive symptoms in
patients with rheumatoid arthritis, Crohn disease and
other inflammatory disorders [72,73]. Some analysts
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suggest that the antidepressant effect of cytokine
blockade is at least partly independent of
improvements in pain or physical function. This
observation strengthens the case for a direct role of
cytokines in mood regulation.

The relationship between immune markers
and depression in clinical cohorts is not uniform and
varies by study design and by the influence of
confounders. In the Heart and Soul cohort depressive
symptoms predicted subsequent rises in IL-6 and high-
sensitivity CRP over five years, while baseline
inflammatory markers did not predict incident
depressive symptoms in that sample [74]. Observed
associations were strongly modulated by health
behaviours including smoking and physical activity.
These findings illustrate the bidirectional and
behaviorally mediated nature of immune mood links.
In metabolic disorders such as type 2 diabetes many
cross-sectional studies report correlations between
depressive symptoms and inflammatory markers such
as CRP [75,76]. In type 1 diabetes the evidence for a
consistent inflammatory correlate of depression is
sparse [77].

Interactions between stress response systems
and immune signaling create integrated paths for
comorbidity. HPA axis activation and sympathetic
output regulate immune function through bidirectional
circuits. These interactions may be especially
important in disorders that combine metabolic and
inflammatory dysregulation. For example, in diabetes
the joint action of stress hormones and cytokines may
link glycaemic control, vascular risk and mood
disturbance. Structural and functional brain changes
provide additional mechanistic bridges. Studies have
attempted to relate lesion location, neuroinflammation
or regional atrophy to post-lesion depressive risk.
Meta-analyses that tested simple lesion location
models in stroke largely found null results [78,79]. A
connectome approach across five datasets revealed
that lesions associated with post-stroke depression
converge on a distributed network centered on the left
dorsolateral prefrontal cortex rather than on a single
anatomic site [80]. That network overlaps targets used
in noninvasive brain stimulation therapies that show
efficacy for post-stroke depression [81]. In multiple
sclerosis neuroinflammatory processes and regional
neurodegeneration in circuits tied to mood regulation
such as the hippocampus and frontotemporal networks
correlate with depressive symptoms in case control
studies [82,83]. Reviews summarize the growing
literature that links network level dysfunction and
mood disturbance in neuroinflammatory disorders
[84]. Taken together these lines of evidence point to
multiple, interacting mechanisms. Genetic liability
explains part of the comorbidity in select pairings such
as obesity and atypical depression. Inflammation,
stress system dysregulation and neural circuit
dysfunction provide biologically plausible routes
through which medical disease can produce or
exacerbate depressive symptoms. Behavioural factors
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and treatment related variables further shape risk.
Longitudinal multimodal studies that combine
genomics, immune profiling, stress biomarkers,
neuroimaging and careful behavioural measurement
are necessary to disentangle direction, timing and
causality. Such studies will help identify mechanistic
subgroups and enable targeted interventions that
address the specific biological drivers of depression
within medical populations.
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Figure-2: Etiology and Mechanisms of Depression
comorbid diseases.

Treatment-related mechanisms

Pharmacological treatments used for somatic
illnesses and for psychiatric conditions can contribute
to the observed comorbidity between major depressive
disorder (MDD) and medical disease. Large-scale
prescription surveys and pharmacovigilance reports
have associated many drugs with an increased
probability of concurrent depressive symptoms; one
comprehensive review of prescription records from
26,192 adults in the United States identified more than
200 medications linked to a higher likelihood of
depression [85]. However, most such associations
derive from case reports, spontaneous reporting
systems or uncontrolled observational series, and
rigorous causal evidence is usually absent.
Confounding by indication is a pervasive problem.
Several agents that appear on lists of drugs associated
with depression include antidepressants from different
classes and anxiolytics such as benzodiazepines that
are themselves prescribed for mood or anxiety
disorders. In such instances the presence of drug
exposure is most likely a marker for underlying
psychiatric morbidity rather than a direct iatrogenic
cause. Similarly, longstanding clinical impressions
that particular antihypertensive agents, for example j3-
blockers, provoke depression have not been
substantiated consistently in controlled studies [86].
Conversely, some agents used for somatic indications
may exert salutary effects on mood. Statins have been
proposed to prevent or ameliorate depressive
symptoms through pleiotropic mechanisms that
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include anti-inflammatory effects, promotion of
synaptic plasticity and modulation of neurotransmitter
and neuroendocrine systems; observational and some
interventional data point to potential beneficial
associations, although definitive randomized evidence
remains limited [87].

For those medications where a causal
relationship with depressive symptomatology is
biologically  plausible, mechanistic  pathways
generally converge on systems implicated in primary
mood disorders. Candidate mechanisms include direct
pharmacodynamic effects on central monoaminergic
transmission, indirect consequences for
neuroendocrine regulation such as hypothalamic—
pituitary—adrenal (HPA) axis modulation, and immune
activation with consequent central inflammatory
signaling. Immunotherapies provide the clearest
clinical and experimental model of treatment-related
depression. Interferon-a (IFNa) and interleukin-2 (IL-
2) therapies, historically used for viral hepatitis and
certain malignancies, produce rapid and reproducible
neuropsychiatric effects. Up to 80% of patients
receiving IFNa develop mood changes, typically
dominated by somatic or neurovegetative features
such as marked fatigue, sleep disturbance and appetite
loss, often manifesting within weeks of treatment
initiation  [88]. Meta-analytic estimates from
observational studies indicate that approximately 25%
of IFNa recipients met criteria for a major depressive
episode at 24 weeks and about 28% at 48 weeks of
therapy [89]. Prior use of antidepressant medication is
associated with lower subsequent incidence of IFNa-
induced major depression and with reduced depression
severity scores, implying both a prophylactic effect
and the participation of common neurobiological
pathways [90]. Similarly, IL-2 therapy commonly
produces profound fatigue in nearly four out of five
treated patients, an effect plausibly linked to immune
activation and to overlapping mechanisms that
produce neurovegetative depressive symptoms [91].

Biological pathways that translate peripheral
drug effects into central mood disturbance include
cytokine trafficking across the blood-brain barrier via
active transport, afferent wvagal signaling, and
migration of activated immune cells into the central
nervous system. Once central inflammatory signals are
engaged they interact with neurotransmitter systems,
alter neurotrophic support and synaptic plasticity, and
promote excitotoxic cascades and oxidative stress that
can impair neuronal integrity and network function.
One well-characterized biochemical route involves the
kynurenine  pathway; peripheral or  central
inflammatory activation shifts tryptophan metabolism
away from serotonin synthesis towards kynurenine
and its neuroactive metabolites, some of which are
neurotoxic and can reduce serotonergic tone, thereby
linking immune activation to monoaminergic
dysregulation. Experimental infusion of cytokines or
endotoxin in healthy volunteers reliably produces
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transient depressive and sickness-behaviour features,
providing one of the most robust human models that
inflammation can precipitate mood disturbance
independent of underlying disease [92]. These
experimental  findings, together with clinical
observations  from immunotherapy  recipients,
demonstrate a biologically coherent route by which
treatment regimens can directly induce depressive
syndromes.

Behavioural pathways form another major
axis linking depression and medical comorbidity.
Habitual lifestyle factors such as tobacco use, physical
inactivity, hazardous alcohol consumption and poor
nutritional choices increase the risk for a broad range
of chronic diseases and may mediate, at least in part,
the effect of depression on subsequent medical
outcomes. Smoking prevalence and nicotine
dependence are elevated among people with MDD
relative to the general population; those with
depression experience greater difficulty achieving and
sustaining smoking cessation and higher relapse rates
after quit attempts [93]. Smoking is itself a well-
established risk factor for multiple somatic conditions,
including specific malignancies and cardiovascular
and cerebrovascular disease [94,95], and contributes
to the burden of neurological disorders such as
multiple sclerosis [96]. Longitudinal adolescent
cohorts indicate bidirectional associations: early
smoking predicts later increases in depressive
symptoms, and baseline depression predicts
subsequent smoking initiation [97]. These reciprocal
influences complicate causal inference but indicate
that smoking both contributes to and is maintained by
affective morbidity. Population-level analyses suggest
that smoking accounts for a substantial fraction of
excess mortality associated with depressive disorders
[99]. Importantly, smokers who are depressed remain
less likely to quit even after development of major
comorbidities such as chronic respiratory disease,
accentuating the public-health implications [98].

Physical inactivity has been linked robustly
with incident depression. Prospective cohort studies
demonstrate that low baseline physical activity
predicts elevated risk for depressive symptoms over
long follow-up intervals, in some analyses extending
to a decade, and Mendelian randomization analyses
support a causal interpretation for the effect of reduced
activity on subsequent depression [100]. Conversely,
depressive disorders produce marked reductions in
activity and increased sedentary behaviour, thereby
increasing  vulnerability to  metabolic and
cardiovascular conditions. In coronary disease cohorts
behavioural inactivity accounted for a large portion of
the observed association between depression and
adverse cardiac outcomes in at least one well-
characterized longitudinal sample, indicating the
mediating role of exercise behaviour in this setting
[101]. Alcohol consumption exhibits dose-dependent
relationships with mood. Alcohol use disorder confers
high comorbidity with MDD, and biological evidence
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indicates that excessive alcohol intake induces
neurophysiological and metabolic changes that
increase vulnerability to depressive states [102]. Even
heavy but non-dependent consumption correlates with
increased severity of depressive symptoms, and
alcohol use frequently complicates clinical course and
treatment response [101,102]. Dietary patterns may
also influence depression risk and comorbid disease
trajectories. Observational literature repeatedly finds
that adherence to Mediterranean-style diets is
inversely associated with incident depression and with
cardiovascular disease risk [103-105]. However, the
capacity of dietary modification to alter the
depression—comorbidity nexus remains unproven. A
controlled trial of multinutrient supplementation
designed to emulate components of the Mediterranean
diet, incorporating omega-3 fatty acids, selenium,
folate and vitamin D3, did not reduce the incidence of
MDD among individuals with depressive symptoms or
in those with overweight or obesity, suggesting that
simple supplementation strategies may be insufficient
to modify risk [106].

Medication adherence  represents an
additional  behavioural ~mechanism that links
depression to worse somatic outcomes. Depression is
consistently associated with poorer adherence to
prescribed therapies and to recommended self-care
behaviours, a pattern described in the literature for
more than two decades. Empirical studies document
reduced adherence to adjuvant endocrine therapy in
women with breast cancer who are depressed [107],
and lower adherence to self-management regimens in
patients with heart failure and diabetes mellitus
[108,109]. Objective adherence measures corroborate
self-report findings; time-stamped pill-box studies and
pharmacy refill analyses reveal inverse relationships
between depressive symptom severity and medication
adherence. For instance, in a cohort of patients with
acute coronary syndrome, greater depressive symptom
severity was associated with lower adherence to
aspirin therapy as measured objectively, although the
study lacked statistical power to link adherence
variance to subsequent cardiovascular events [110].
Adherence deficits may be intentional or
unintentional; depression appears particularly related
to deliberate nonadherence, perhaps through
pessimism about treatment benefit, hopelessness or
lack of motivation, although few studies have
dissected these subtypes systematically. Taken
together, behavioural mechanisms plausibly mediate a
portion of the relationship between depression and
chronic somatic illness, yet they do not fully account
for observed associations. Two caveats are important.
First, randomized manipulation of long-term
behaviours such as smoking cessation, increased
physical activity or comprehensive dietary change to
test their capacity to break the depression—illness link
is challenging and ethically complex; evidence that
such interventions eliminate excess medical risk
attributable to depression remains lacking. Second, a
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large body of prospective observational research
includes lifestyle behaviours as covariates and still
finds independent associations between depression
and adverse medical outcomes, indicating that
behavioural factors explain only part of the observed
comorbidity. Consequently, treatment-related
biological mechanisms and behavioural mediators
should be viewed as complementary contributors to a
multifactorial architecture linking depression and
physical disease. Comprehensive prevention and
treatment strategies therefore require integrated
approaches that consider iatrogenic pharmacological
effects, patient behaviours and the underlying biology
that may converge to produce coexisting psychiatric
and somatic morbidity.

Psychological factors

The cognitive model situates depression
within a diathesis—stress framework and remains
applicable to depression that arises in the context of
medical disease, albeit with necessary modification.
Medical conditions introduce a spectrum of specific
threats and stressors that exceed ordinary life stressors.
When the demands imposed by illness outweigh an
individual’s coping resources, depressive syndromes
may emerge in accordance with stress and coping
formulations [111]. Stressors in physical illness are
both acute and chronic. Acute stressors include receipt
of a diagnosis, waiting for test results, undergoing
procedures, and encountering disease exacerbations.
Chronic  stressors include ongoing  disease
management, persistent symptoms, functional decline,
altered appearance and loss of autonomy. These
enduring demands create a sustained burden that may
render depressive responses understandable and
adaptive in the face of severe threat rather than purely
pathological [112,113]. Recovery requires successful
emotional regulation after acute events and effective
management of the cumulative load imposed by
chronic illness. Failure in these adaptive tasks
promotes depression through interacting cognitive,
behavioural and social processes, some of which are
specific to particular illnesses.

Social factors represent a consistent
vulnerability for depression across medical conditions.
Poor social support and social isolation amplify risk
and worsen trajectories of adjustment [114,115]. The
availability of practical and emotional assistance
shapes patients’ ability to adhere to treatment
regimens, maintain daily routines and sustain hope.
Intrapersonal traits further modulate vulnerability.
Perfectionism and pessimism influence attention to
somatic signals, interpretive bias and coping choices,
thereby altering susceptibility to depression
[116,117,118]. For example, longitudinal cancer
research links perfectionism to elevated depressive
severity through mechanisms including heightened
physiological arousal and reliance on maladaptive
coping such as rumination, excessive resting when
fatigued, avoidance and distraction [119]. These
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individual predispositions interact with disease-related
stress to shape clinical outcomes. Illness
representations substantially mediate emotional and
behavioural responses. The common-sense model
(CSM) posits that patients form idiosyncratic beliefs
about their illness that guide coping and adjustment
[120]. Across more than 300 studies grounded in the
CSM, negative illness perceptions—conceiving the
illness as chronic, uncontrollable, cyclical, symptom-
laden or carrying severe consequences—associate
robustly with depressive symptoms across diverse
medical conditions [121]. These perceptions explain
variance in depressive severity beyond objective
indices of disease burden, indicating that subjective
meaning and appraisal add explanatory value after
controlling for clinical severity [122]. Symptom
interpretation processes such as catastrophizing and
threat-focused appraisals further amplify distress;
interpreting ordinary bodily sensations as evidence of
serious biological harm predisposes to persistent
negative affect and maladaptive behavioural responses
[123,124].

lliness context

* Socioeconomic status * Prognosis

« Personality (i.e. perfectionism « Cultural influences
or optimism) * Availability and quality of health and social care and adverse effects

* Values and life goals * Social support * Uncertainty

I ! '
Acute critical events \\ ;“P\'\ 4 o

« Initial diagnosis

* Waiting for test results

* Stressful medical
procedures

« lliness flare or relapse

* Progression

+ Change in prognosis

Intrapersonal context Social and environmental context
+ Early experiences

+ Treatment regimen

Ongoing illness stressors
+ Managing an uncertain future
« Threat of mortality
+ Ongoing self- and medical
of illness
* Dealing with symptoms
and disability
+ Appearance changes
+ Loss of independence

Disrupts

equilibrium

Comorbid depression

Behavioural factors
+ High avoidant and/or
passive coping
+ Emotional preoccupation
+ Poor illness-specific
self-management behaviours

Cognitive factors
+ Negative or inaccurate illness-specific
beliefs (perceptions of the identity.
cause, consequences and timeline
of theillness, and control over
symptoms and treatment) Emotional factors
« High cognitive interpretation biases * Fear (e.g. non-adherence)
(e.g. catastrophizing, rumination or * Worry « Negative health behaviours
cognitive avoidance) <+—>| « Anger <«—> | (eq. physicalinactivity,
* Low psychological flexibility and * Embarrassment sedentary behaviour or
self-compassion * Positive emotions smoking)

Figure-4: Attributed Psychological Factors.

Coping behaviours mediate the pathway from
iliness perceptions to outcome, though apparent
inconsistencies in the literature reflect context
dependence in the adaptiveness of particular
strategies. Avoidance and denial can be momentarily
adaptive during acute uncertainty—for instance when
awaiting test results—but can become maladaptive
when they impede necessary self-care or adherence to
treatment. Empirical work indicates that avoidance
and poor self-management correlate consistently with
worse depressive outcomes across conditions [125].
By contrast, problem-focused coping and active
engagement with treatment obligations generally
support better psychological adjustment, though their
effectiveness is moderated by the controllability of the
stressor. Thus, the functional fit between coping
strategy and situational demands determines whether
coping protects against or potentiates depression.
Protective psychological constructs warrant attention
because they offer targets for intervention. Self-
compassion, defined as a stance of kindness and
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acceptance toward oneself amid suffering, supports
adaptive coping and resilience in the face of illness
[126]. Meta-analytic evidence links self-compassion
to health-promoting behaviours and to reduced
psychological distress; in chronic illness cohorts,
including cancer populations, higher self-compassion
correlates ~ with  lower  depression  levels
[116,127,128,129]. Psychological flexibility, the
capacity to modify behaviour and perspective in
response to changing situational demands, similarly
buffers against depression. Meta-analytic synthesis
across a broad evidence base demonstrates lower
psychological flexibility among individuals with
depression and a robust association between
inflexibility and greater depressive severity [130]. In
medical populations, studies remain fewer, yet
research in chronic pain indicates that diminished
flexibility predicts future depression independently of
pain intensity [131]. Cultivating flexibility and self-
compassion may therefore reduce vulnerability to
depression in medically ill patients by promoting
adaptive appraisal, reducing rumination and
encouraging engagement in valued activities despite
symptom burden.

In summary, psychological pathways linking
physical illness and depression operate through
appraisal, coping and interpersonal processes that
interact with personality traits and contextual factors.
IlIness-specific threats alter perceived controllability
and future outlook. These appraisals bias attention
toward somatic  signals, fuel catastrophic
interpretations and drive avoidance, thereby
undermining adherence and social engagement and
promoting depressive symptoms. Protective factors
such as self-compassion and psychological flexibility
mitigate these risks and represent plausible therapeutic
targets. Future research should prioritize prospective
modelling that integrates personality, illness
perceptions, coping response profiles and social
context to identify high-risk trajectories and to test
psychological interventions tailored to the cognitive
and behavioural patterns that sustain depression in
medical populations.

Diagnosis, screening and prevention

Diagnosing major depressive disorder
(MDD) in patients who have concurrent medical
illnesses requires careful clinical judgment because
somatic manifestations of physical disease frequently
mimic the somatic criteria for MDD. Standard
diagnostic frameworks such as the DSM-5 and ICD-
10 remain the reference standards, yet both caution
against attributing depressive diagnostic criteria to
symptoms that are clearly more parsimoniously
explained by a medical condition. Thus, clinicians
must evaluate whether manifestations such as fatigue,
appetite change, psychomotor slowing and sleep
disturbance reflect primary mood pathology or are
consequences of the underlying physical illness. By
contrast, symptoms that are less likely to originate
from medical disease—persistent depressed mood,
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pervasive feelings of worthlessness and active suicidal
ideation—tend to point toward a primary depressive
disorder rather than a purely medical explanation. The
differential diagnosis must also consider other
psychiatric syndromes that present depressive
features, including bipolar spectrum disorders, and the
option to code symptoms as a mood disorder
secondary to a medical condition under DSM-5 or as
an organic depressive disorder under ICD-10. Where
diagnostic uncertainty persists, low-risk psychological
interventions such as behavioural activation may be
recommended because they carry minimal iatrogenic
risk for medically ill patients and can improve mood
and activity levels [132].

Assessment should also include routine
evaluation for reversible medical contributors to
depressive symptomatology. Basic laboratory tests for
anemia, infection and thyroid dysfunction—typically
haemoglobin, white blood cell count and thyroid-
stimulating hormone—are reasonable prior steps
before initiating antidepressant pharmacotherapy.
Substance misuse requires systematic enquiry because
alcohol and drug use can both mimic and mask
depressive syndromes; the presence of substance
misuse does not, however, rule out coexisting MDD
and should prompt integrated management. Simple,
pragmatic screening tools can facilitate case detection
in general clinical settings. Two brief dichotomous
questions about depressed mood and anhedonia
function as a rapid screen; their high sensitivity
renders a negative response to both items sufficient to
exclude MDD in most cases, obviating further
screening [134,135]. These two items are
recommended in national guidance from multiple
jurisdictions, including the WHO, the UK and
Australia, though validation across all health system
contexts, notably low- and middle-income countries,
remains incomplete [136-138]. The PHQ-2, in its
common multiple-choice format, should not be
conflated with the binary two-question screen because
the PHQ-2 exhibits different operating characteristics
and, in some syntheses, weaker test performance
[139-141]. Quantitatively, a positive response to
either of the two dichotomous questions (score >1)
yields very high sensitivity (=95%) and moderate
specificity (=65%) for MDD, while a PHQ-2 score
threshold of >2 produces slightly lower sensitivity and
similar specificity [135,142]. Given the limited
specificity of brief screens, positive results require
confirmatory clinical assessment to determine whether
diagnostic thresholds for MDD are met.

The nine-item Patient Health Questionnaire
(PHQ-9) offers both screening and case-finding utility
because it maps directly onto the DSM depressive
symptom set and provides a continuous severity index.
A cutoff of 10 or greater on the PHQ-9 provides a
balance of sensitivity and specificity (pooled
sensitivity =~80%; pooled specificity =<92%) and is
commonly used to identify probable MDD [143,144].
Some clinical pathways use a stepped approach in
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which an initial short screen is followed by the PHQ-
9 for those who screen positive. Performance
comparisons across these strategies vary; in meta-
analytic work the PHQ-9 alone and the brief two-item
binary questions can outperform combined algorithms
in certain metrics, underscoring the need to select a
screening approach that aligns with local priorities for
sensitivity, specificity and available follow-up
resources [145]. Screening frequency is not
established by high-quality evidence. A pragmatic
approach is to screen adults with medical illnesses at
initial contact if they have not been screened
previously, and to reassess patients at intervals
determined by clinical risk factors, comorbidity profile
and notable life events. Populations at elevated risk—
such as pregnant and postpartum women, patients with
progressive or disabling illnesses, and those with prior
affective disorder—warrant closer surveillance.
Crucially, screening alone does not improve
outcomes. Robust evidence demonstrates that
depression detection yields patient benefit only when
embedded within a collaborative care framework that
includes a trained care manager and psychiatric
consultation. In such models the care manager
performs systematic case identification, provides
patient education, implements behavioural activation,
monitors symptoms and adherence, and oversees
timely treatment adjustment. The consulting
psychiatrist provides supervision and targeted
medication or treatment recommendations. Trials of
collaborative care show improved depression
outcomes, but the model depends on infrastructure and
workforce resources that may not be available in all
settings, particularly in low-resource contexts
[146,147]. Where collaborative care is not feasible,
primary care settings remain the most appropriate
venue for routine screening and management because
they can integrate depression care with general
medical follow up. Specialty clinics should consider
screening only when they can provide or link patients
to a reliable management pathway that includes case
management and psychiatric support. In many
specialty practices, outside oncology or dialysis
services that sometimes function as de facto primary
care—expecting routine depression screening and
treatment without access to collaborative resources is
not realistic and may yield limited benefit. Prevention
strategies should therefore prioritize system design
that links detection to evidence-based management.
This includes clear referral pathways, access to
behavioural interventions that pose low medical risk,
timely psychiatric input for diagnostic clarification
and medication management, and mechanisms to
address modifiable contributors such as untreated
hypothyroidism, anaemia or substance misuse. In
resource-constrained environments innovative models
of task sharing, remote consultation and stepped care
merit evaluation because they may permit effective
screening and management where specialist resources
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are sparse. Overall, diagnostic accuracy, judicious use
of screening instruments, and the integration of
detection into a coordinated care pathway constitute
the foundation for preventing the adverse
consequences of untreated comorbid depression in
medical populations.

Management

The principles that guide treatment of major
depressive disorder in general apply to depression that
occurs alongside medical illness [1]. Treatment choice
depends on the clinical severity and trajectory of both
the medical disorder and the depressive episode. It also
depends on patient preference, comorbidity, prior
treatment response and the current medication
regimen.  Core treatment options include
psychotherapy, pharmacotherapy, self-management
strategies and optimization of the underlying medical
disease. These options work best when delivered
within an integrated care framework that coordinates
medical, psychiatric and allied health input. Pain
requires special consideration because it is a symptom
that amplifies depressive risk; discussion of pain is
provided separately (Box 5). Severe presentations
such as psychotic depression or treatment-resistant
depression demand specialist pathways and are
addressed in other focused reviews of MDD [1]. The
summary below outlines key practical considerations
for pharmacological, psychotherapeutic,
neuromodulatory and system-level approaches to
management of comorbid depression.
Pharmacotherapy decisions must balance efficacy
against safety in the context of the patient’s medical
conditions and concurrent treatments. Choice of agent
should take into account age, presence of pain, degree
of polypharmacy, severity and course of the
depressive episode, prior antidepressant trials and
likely drug—drug interactions.

Efficacy evidence for antidepressants in
medically ill populations shows mixed results. Trials
in unselected MDD report low to moderate effect
sizes, with standardized mean differences (SMDs)
typically in the range 0.17-0.49 [148]. Some meta-
analyses focused on comorbid depression in defined
medical disorders report larger treatment effects. One
synthesis reported an SMD of 0.66 and an NNT of 6
for antidepressant treatment in medical populations,
with clearer signals in coronary heart disease, cancer,
type 2 diabetes and selected neurological disorders
including post-stroke depression, Parkinson disease
and multiple sclerosis [149-156] (Table 1). These
larger estimates may reflect lower placebo responses,
synergistic  biological interactions  between
antidepressants and disease processes, or publication
bias. Other meta-analyses find smaller or absent
effects. For example, data in cancer and rheumatoid
arthritis are mixed, while evidence in inflammatory
bowel disease remains insufficient [157-159]. Many
trials were small and of variable quality, and pooled
estimates must be interpreted with caution. Overall,
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antidepressants can be effective in patients with
medical comorbidity, but robust, adequately powered
randomized trials remain limited. Safety is a central
concern. Drug-drug interactions arise from direct
pharmacodynamic interactions and from
pharmacokinetic effects mediated by renal excretion
or hepatic metabolism. The hepatic cytochrome P450
superfamily, including isoenzymes such as CYP2D6
and CYP3A4, metabolizes a large proportion of
prescribed drugs [160]. Pharmacogenomic testing can
identify individuals who are rapid or slow
metabolizers and preliminary evidence suggests
testing may improve response and remission rates in
depression [161]. Clinicians should consult drug
interaction resources when planning treatment. Mobile
applications and online databases such as MedScape,
GenieMD and CVS Caremark provide rapid access to
interaction checks for many drugs [162,163].

Specific adverse effect profiles guide agent
selection. Tricyclic antidepressants and monoamine
oxidase inhibitors carry established cardiotoxic risk
and should be avoided in patients with significant
cardiac disease [165,166]. Selective serotonin
reuptake inhibitors, particularly sertraline, have a
lower cardiotoxic profile and are often preferred in
cardiac populations [167]. QTc prolongation is a
concern with some antidepressants. TCAs show higher
rates of QTc prolongation than SSRIs in pooled
analyses [168]. Certain SSRIs, notably escitalopram
and citalopram, also prolong QTc and require caution,
especially when co-prescribed with other QTc-
prolonging agents such as some antibiotics and
antiarrhythmic drugs [168,169]. When such co-
prescriptions are unavoidable clinicians should
monitor the QTc interval closely. Pharmacokinetic
interactions can alter levels of cardiovascular agents.
Some SSRIs increase plasma concentrations of
calcium channel blockers and beta blockers,
necessitating dosage review and monitoring [170].
Conversely, SSRIs appear safe to combine with statins
and renin-angiotensin system drugs and may even
associate with improved mood outcomes in
observational data [171]. Statins have been proposed
to exert mood benefits through anti-inflammatory and
neuroplastic mechanisms, although most mechanistic
data are preclinical [172]. SSRIs inhibit platelet
serotonin uptake, a mechanism that increases bleeding
risk. Concomitant NSAID or aspirin use amplifies this
risk; proton pump inhibitor co-prescription reduces
gastrointestinal  bleeding risk [173]. Warfarin
interactions with some antidepressants can raise
warfarin levels, requiring closer INR surveillance
[174].

Metabolic effects also inform selection.
Antidepressant treatment has been associated with
modest increases in risk for type 2 diabetes in some
epidemiological studies [175]. Weight gain is a known
adverse effect of certain agents, most notably TCAs
and mirtazapine; monitoring of weight, glucose and
lipids is prudent after initiation [176]. Long-term
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antidepressant exposure and medical disease may each
influence bone metabolism; SSRIs and some medical
drugs have been associated with altered bone density
and increased fracture risk. Patients at high risk of
osteoporosis should have bone density assessment
when long-term therapy is planned [178,179]. Some
antidepressants lower seizure threshold: agents such as
bupropion and some SSRIs carry small seizure risks
that are generally low in people with well-controlled
epilepsy but require caution [180]. Anticonvulsant co-
therapy can alter antidepressant levels; for example,
carbamazepine may reduce TCA concentrations
whereas valproate may increase them, prompting
dosage adjustments [181]. Combining sedating
antidepressants  with  central nervous system
depressants may increase sedation and impair
cognition [182].

Treating the underlying medical disease can
itself affect depressive symptoms. Successful
management of the somatic illness may reduce
depressive burden by lowering inflammatory activity,
relieving pain, reducing functional impairment, and
improving perceived prognosis. Biological therapies
that modulate cytokines illustrate this point. Trials of
cytokine inhibitors such as anti-IL-6 and anti-IL-
12/1L-23 agents in inflammatory disorders have
reported reductions in depressive symptoms that
appear at least partly independent of improvements in
pain or other disease symptoms, supporting a direct
role of immune modulation in mood regulation
[72,73]. Nonetheless, immune-modulating agents are
not standard treatments for primary MDD. In multiple
sclerosis  disease-modifying therapies have not
demonstrated increased depression risk overall, and
some agents such as fingolimod have been associated
with mood improvement in pooled analyses [183]. In
Parkinson disease guidelines recommend optimizing
dopaminergic therapy as a first step for depressive
symptoms, with antidepressants added when
depressive symptoms persist despite adequate
dopaminergic treatment [184]. Psychotherapy adapts
to the realities of medical illness. Treatment aims
typically include symptom reduction, reinforcement of
coping skills, restoration of function and support for
illness-related  adjustment.  Psychotherapy  in
medically ill patients must account for limited time
windows, fluctuating capacity, treatment burden and
comorbidity. Clinicians delivering psychotherapy in
medical settings require knowledge of common
treatments and adverse effects, and close collaboration
with the medical team.

Supportive, cognitive and behavioural
approaches are common and often integrate
psychoeducation,  problem  solving,  emotion
regulation, relaxation, mindfulness and meaning-
focused techniques. Interventions may be delivered
individually to couples or in groups. Trials in cancer
populations that enrolled patients with elevated
distress report a moderate pooled effect size for
psychological interventions on  post-treatment
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depression measures (d = 0.53) across approaches such
as CBT, supportive—expressive therapy, relaxation and
psychoeducation [186]. In advanced cancer
populations  psychotherapy =~ shows  moderate
improvements in depressive scores versus control
conditions with pooled SMDs around 0.67 [187].
Longer duration treatments generally yield larger
sustained effects, often beyond six months [186]. Most
trials have focused on breast cancer cohorts; evidence
in other tumour groups is sparser and trials often rely
on self-report measures rather than structured
diagnostic interviews. Screening instruments such as
the HADS and the PHQ-9 may produce false positives
in cancer settings and can overestimate clinical
depression when applied with sensitive cut points
[190]. Benefits of psychotherapy extend to other
medical conditions. CBT has demonstrated efficacy
for post-stroke depression in some meta-analyses with
pooled SMDs suggesting clinically meaningful effects
[191]. Other syntheses show benefit of CBT and
mindfulness-based interventions in Parkinson disease
and multiple sclerosis [193,194]. Trials in
cardiovascular disease and diabetes report variable but
often positive effects for CBT on depressive outcomes
[195,196]. Heterogeneity in effect estimates often
reflects trial quality. Methodological limitations
common in this literature include small samples, lack
of allocation concealment, inadequate blinding,
selective reporting and incomplete follow-up due to
disease progression [186,187]. Many psychotherapy
trials use non-active controls such as waitlists, which
can exaggerate effect sizes [199]. Third-wave
therapies such as acceptance and commitment therapy
show emerging promise in medical populations
including cancer and epilepsy [198].
Neurostimulation has a defined role for
severe presentations. Electroconvulsive therapy (ECT)
remains the treatment of choice for severe, psychotic
or treatment-refractory depression and for depression
with acute suicidality [200,201]. Older age and greater
baseline severity predict better ECT response [202].
Cognitive adverse effects are the most frequent
concern, but objective deficits appear to be short lived
for many domains, with recovery and improvements
beyond baseline by two weeks on some measures
[203]. ECT should be reserved for severe cases or after
failure of multiple trials of other modalities. Repetitive
transcranial magnetic stimulation and transcranial
direct current stimulation have demonstrated efficacy
and tolerability in network meta-analysis and may
offer alternatives where ECT is unsuitable [204]. Data
specific to medically ill populations are growing but
remain limited. Integrated care models maximize the
benefit of screening and treatment. Collaborative care
frameworks that embed a trained care manager and
psychiatric consultation within primary care produce
consistent improvements in depression outcomes. The
care manager conducts systematic monitoring,
delivers behavioural activation, supports adherence,
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and facilitates timely escalation for non-response. The
consulting psychiatrist supervises the care manager,
provides diagnostic clarification and recommends
medication adjustments. Trials of collaborative care
show improved remission rates and functional
outcomes, but implementation requires workforce and
system resources that may be scarce in low-resource
settings. Task-sharing, stepped care, telepsychiatry
and digital interventions provide scalable alternatives
that merit rigorous evaluation.

Self-management and lifestyle interventions
serve as adjuncts. Promoting physical activity,
smoking cessation, moderation of alcohol use, sleep
hygiene, structured problem solving and social
activation can improve mood and may reduce somatic
risk. Nutritional support, sleep stabilization and
graded exercise have specific evidence for mood
benefits in some populations. Clinicians should
integrate behavioural counselling and refer to allied
professionals where available. Monitoring and follow-
up are essential. Antidepressant response typically
requires 4-8 weeks for initial effect and longer for full
remission. Clinicians should set measurable targets,
monitor adverse effects, assess adherence, review
interactions with medical therapies and adjust
treatment promptly for partial or non-response. Use of
validated scales such as the PHQ-9 supports objective
tracking of symptoms over time. Special populations
require tailored approaches. Older adults, pregnant
and postpartum women, patients with cognitive
impairment and those with severe medical frailty need
individualized risk—benefit assessment for
pharmacological and psychotherapeutic interventions.
Coordination with specialties such as obstetrics,
neurology, cardiology and oncology ensures safe and
effective care. Research priorities include adequately
powered randomized trials of antidepressants and
psychotherapies in defined medical populations,
mechanistic studies that link biological targets to
treatment response, and implementation research on
scalable models of integrated care. Trials should use
standardized case definitions, structured diagnostic
interviews, and rigorous outcome measures that
include functional recovery and quality of life. In
summary, management of comorbid depression
requires a multifaceted strategy. Pharmacological and
psychological therapies have demonstrated benefit in
many settings, but choice and delivery must account
for medical comorbidity, drug interactions and patient
capacity. Neuromodulation remains a critical option
for severe cases. Integrated care models that link
detection to active management yield the greatest
population benefit. Clinicians should monitor
treatment closely, address modifiable contributors and
collaborate across specialties to provide coherent,
patient-centered care.

Role of Psychologists, Socialists, Nursing, and
Health Information Workers:
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Psychologists play a central role in the
identification and treatment of depression in patients
with medical illness. They conduct diagnostic
assessments that differentiate primary mood disorder
from illness related somatic symptoms. They deliver
evidence based psychotherapies such as cognitive
behavioral therapy and acceptance and commitment
therapy that target maladaptive illness beliefs,
catastrophic appraisal and avoidance. Psychologists
design brief interventions that fit within constrained
clinical windows, and they adapt therapy to
fluctuations in physical capacity. They measure
outcomes with validated instruments and use those
data to guide iterative treatment planning. They also
provide training to medical teams on communication
strategies, behavioral activation techniques and
approaches to enhance adherence. Social workers
address the social determinants that influence both
onset and course of depression in medically ill
populations. They assess social resources, financial
barriers and family dynamics that affect access to care
and capacity for self-management. Social workers
coordinate community based services, arrange home
care and liaise with insurance and welfare systems to
reduce practical impediments to treatment. They
provide short term counseling that focuses on problem
solving and resource mobilization. They also
participate in care planning meetings and advocate for
patient centered modifications to treatment schedules
and discharge plans that reflect social constraints.

men Psychotherapy
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habilitation \_/ ;\olded —
Figure-5: Interdisciplinary care of comorbid
depression.

Nurses provide continuous clinical contact
that positions them to detect early signs of depressive
deterioration and to implement basic psychosocial
interventions. They perform routine screening,
monitor symptom trajectories and report changes to
the treating team. Nurses deliver psychoeducation on
the interaction between medical treatment and mood,
coach patients in medication adherence and behavioral
activation and support sleep hygiene and activity
pacing. They manage somatic symptoms that can
mimic depression, and they coordinate referrals to
mental health professionals. In integrated care models
nurses often assume the role of care manager. In that
role they track outcomes, provide brief therapeutic
contacts and ensure timely treatment adjustments.
Health information workers create and maintain the
informational infrastructure that enables
multidisciplinary care for comorbid depression. They
design electronic health record templates that capture
screening results, diagnostic codes, treatment plans
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and outcome measures. They enable systematic case
finding through registries and automated alerts for
patients who meet high risk criteria. They ensure
secure data exchange across specialties and
community services to support continuity of care.
Health information workers also analyze service use
and outcome data to inform quality improvement and
to demonstrate the value of integrated depression care
in medical settings.

Interdisciplinary collaboration multiplies the
effect of each discipline. Psychologists, social workers
and nurses meet regularly to review high risk cases and
to align behavioral interventions with medical
treatment plans. Health information workers provide
the data feeds that make these meetings efficient, and
evidence driven. Clear role delineation reduces
duplication and ensures that tasks such as screening,
diagnostic confirmation and ongoing monitoring occur
in the most appropriate setting. Joint protocols for
stepped care, crisis response and escalation of
treatment support patient safety and reduce delays in
care. Workforce training and capacity building sustain
these roles. Psychologists can train nurses and social
workers in core therapeutic techniques that broaden
access to effective interventions. Social workers can
train clinical teams in resource navigation and
discharge planning. Health information specialists can
deliver training on documentation standards and use of
decision support tools. Regular cross disciplinary
education fosters shared language and consistent
application of evidence based pathways. Performance
measurement and implementation science are essential
for scale. Teams should track process indicators such
as screening rates, referral completion and time to
treatment initiation. They should track outcome
indicators such as symptom reduction, functional
recovery and readmission rates. Health information
workers enable this surveillance and produce reports
that guide iterative service redesign. Research that
tests models of task sharing, stepped care and
telehealth in diverse clinical settings will clarify which
configurations deliver the best outcomes for patients
with comorbid depression and medical illness.
Conclusion:

In conclusion, the effective management of
depression in patients with chronic medical conditions
demands an integrated, multi-pronged strategy that
addresses their complex interplay. Simply detecting
depression is insufficient; success requires a
systematic, collaborative care framework that actively
links screening to evidence-based treatment. This
approach must judiciously combine pharmacological
interventions, chosen for their safety profile and
minimal interaction with somatic treatments, with
psychotherapies adapted to the realities of physical
illness. Crucially, the roles of psychologists, social
workers, nurses, and health information specialists are
fundamental, providing a coordinated support system
that addresses the biological, psychological, and social
dimensions of comorbidity. Ultimately, overcoming
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the siloed separation of mental and physical healthcare
is paramount. By implementing patient-centered,
multidisciplinary models, clinicians can significantly
improve both mental health outcomes and the overall
trajectory of chronic medical disease, enhancing
quality of life and functional recovery.
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