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Abstract: The comorbidity between late-life depression and neurocognitive disorders (NCDs) in the
elderly is a subject of increasing interest within the scientific and medical community. We conducted
a narrative review of clinical studies focused on depression and NCDs, primarily covering articles
published over the past 25 years. Compared with younger adults, depression in the elderly is often
characterized by difficulties in expressing sadness, more pronounced somatic, anxiety, and psychotic
symptoms, as well as a heightened risk of suicide and cognitive impairment. Depressive symptoms
in the elderly may mimic NCDs, act as prodromal signs of future NCDs, or represent a clinical
dimension of dementia. NCDs and late-life depression share specific clinical similarities, particularly
at illness onset, emphasizing the importance of early differential diagnosis to guide the development
of precise, integrated, and tailored interventions.

Keywords: depressive disorders; mental disorders; brain disorders; vascular depression; dementia;
frail elderly; neurocognitive disorders; differential diagnosis

1. Introduction

Late-life depression (LLD) and neurocognitive disorders (NCDs) are common in the
elderly and present significant challenges in differential diagnosis and treatment.

Depression that occurs in old age is referred to as LLD when its onset is after the
age of 65. LLD is often underestimated and underdiagnosed, with an average expected
prevalence of 31.8% [1]. NCDs, on the other hand, are classified in the DSM-5 under the
section “Neurocognitive Disorders”, alongside delirium, and are subdivided into major and
mild NCDs. The term “major NCD” has replaced the former term “dementia.” LLD presents
with the classic depressive symptoms [2] but is more frequently accompanied by atypical
symptoms such as physical pain, sleep disturbances, and cognitive impairment [3-5].

NCDs encompass a variety of syndromes that affect one or more cognitive functions,
with a variable impact on functioning, independence, and daily activities [6]. The preva-
lence of NCDs in the population over 60 years of age is reported to be as high as 6% [7]. A
major challenge in differential diagnosis arises from the frequent overlap between NCDs
and LLD, although several studies have emphasized the importance of distinguishing
between these two disorders, as they may differ significantly in treatment approaches and
long-term outcomes [8-10]. The relationship between LLD and NCD:s is so close that a
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specific term, pseudodementia, was coined by Kiloh in 1961 to describe syndromes that
resemble dementia but are caused by other conditions, most commonly depression [11,12].
However, the term pseudodementia has not been formally incorporated into the nosological
classification of these disorders, and research on pseudodementia has gradually declined.
Nonetheless, the validity of this concept remains a subject of debate [13], indicating that
the issue of differential diagnosis in this field is far from being resolved. Depression has
been associated with an increased risk of developing mild cognitive impairment (MCI) and
NCDs [14]. Furthermore, in individuals with MCI, a high prevalence of neuropsychiatric
symptoms, such as psychosis, mood disturbances, apathy, agitation, and other behavioral
disturbances, has been reported. These symptoms are also associated with an increased
rate of conversion from MCI to Alzheimer’s disease (AD) [14].

Despite potential similarities, LLD and NCDs may differ significantly in terms of
prognosis, as NCDs are mostly characterized by irreversible and progressive cognitive
decline. The relationship between depression and NCDs, however, is complex. Research
has shown that depression can serve as a risk factor for the development of both major
and mild NCDs, often preceding the onset of cognitive impairment by several years [15].
Additionally, depression can complicate the course of NCDs and negatively impact the
quality of life in elderly patients. Some emerging evidence suggests that psychotherapeutic
interventions aimed at improving both cognition and depression may enhance the quality
of life in elderly patients with major NCDs [16]. When a depressive episode occurs in
the elderly, distinguishing between depression and NCDs is crucial, as depression may
be an early indication of an underlying neurodegenerative condition. Conversely, the
depressive symptoms present in dementia should be carefully assessed and treated to
potentially improve the course of the disorder and enhance the patient’s quality of life. We
summarized the main diagnostic criteria for Major NCDs and MDD in Table 1.

Table 1. Main diagnostic criteria for major NCDs and major depressive disorders [2].

Major Neurocognitive Disorder Major Depressive Disorder

A. Evidence of
Cognitive Decline

Five or more symptoms over a 2-week
period, representing a change from previous
functioning, with at least one being (1)
depressed mood or (2) loss of

Significant cognitive decline interest/pleasure:

in one or more domains (e.g., 1. Depressed mood most of the day,
attention, memory, language, nearly every day (reported by self or
social cognition) based on observed by others).

the following: 2. Diminished interest or pleasure in

most activities.

f hi
Concern from the 3. Significant weight change or appetite

individual, informant, ~ A. Core Symptoms

. disturbance.
or clinician about . .
.\ . 4.  Insomnia or hypersomnia.
cognitive decline. . . .
] ) 5. Psychomotor agitation or impairment
Documented 1mp?11rment (observable by others).
through standar.dlzed ) 6.  Fatigue or loss of energy.
neuropsychological testing or 7. Feelings of worthlessness or excessive

another clinical assessment.

guilt.
8.  Diminished ability to think or
concentrate, or indecisiveness.
9.  Recurrent thoughts of death or
suicidal ideation/attempt.
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Table 1. Cont.

Major Neurocognitive Disorder

Major Depressive Disorder

B. Impact on Daily
Independence

Cognitive deficits interfere
with independence, requiring
help with complex daily
activities (e.g., paying bills,
managing medications).

B. Functional Impact

Symptoms cause significant distress or
impairment in social, occupational, or other
important areas of functioning.

C. Absence of
Delirium

Cognitive deficits do not
occur exclusively during
episodes of delirium.

C. Exclusion of
Substance or Medical
Condition

Symptoms are not due to the physiological
effects of a substance or another medical
condition.

D. Exclusion of Other
Disorders

Cognitive deficits are not
better explained by another
mental disorder (e.g., major
depressive disorder,
schizophrenia).

D. Exclusion of Other
Mental Disorders

The episode is not better explained by
another mental disorder (e.g.,
schizoaffective disorder, schizophrenia,
delusional disorder).

E. No History of There has never been a manic or hypomanic
Mania/Hypomania episode.

Currently, there is a gap in the literature regarding the interplay between these two
conditions. The aim of this narrative review is to provide a comprehensive overview of the
recent literature on the differential diagnosis and comorbidity of depression and NCDs,
offering essential evidence to guide personalized treatments and preventive strategies.

2. Materials and Methods

We began our research on 9 January 2024, exploring the interconnection between depres-
sive disorders and NCDs in elderly patients. We searched the PubMed database with the title/
abstract specification using the terms “depress*”, “neurocognitive”, and “pseudodementia”.

Our narrative review focused on summarizing the main findings from research con-
ducted over the past 25 years. We included original studies and reviews published from
January 2000 to April 2024 focusing on differential diagnosis and clinical aspects of de-
pressive disorders and NCDs in elderly patients (>65 years old). We excluded studies on
biological markers such as neurochemical alterations [17], genetic polymorphisms of APOE
€4 [18], inflammatory biomarkers [19], and HPA axis dysregulation [18] to maintain a focus
on the clinical aspects of LLD and NCDs. Two authors independently screened all retrieved
articles, and a third author was involved in the solution of discrepancies between the first
two authors’ decisions.

3. Results

This review identified a significant clinical overlap between LLD and NCDs in cer-
tain symptomatic aspects, particularly during the early stages of both conditions, which
could complicate differential diagnosis in some cases [20]. LLD often presents with cogni-
tive symptoms, such as memory deficits, impaired attention, and executive dysfunction,
resembling early signs of NCD [21]. The overlap in symptomatology leads to a risk of mis-
diagnosis, where depressive episodes may be mistaken for neurodegenerative conditions
like AD. However, LLD typically shows a positive response to antidepressants, whereas a
cognitive decline in NCDs is progressive and irreversible. Moreover, LLD may act as a pro-
drome or risk factor for future NCDs, with depression preceding cognitive impairment by
several years in some patients [22]. Early detection and treatment of depressive symptoms
in the elderly could mitigate cognitive decline [22]. Additionally, comorbid depression
can exacerbate NCD progression, resulting in poorer outcomes and reduced quality of
life [23]. Multimodal treatments, including psychotherapeutic and pharmacologic interven-
tions, have been effective in enhancing mood and cognitive function in patients with LLD
and NCDs. These findings underscore the need for an integrated clinical approach that
addresses both affective and cognitive symptoms, supporting long-term patient outcomes.
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4. Discussion
4.1. Late-Life Depression

Depression is a mental disorder ranked by the World Health Organization (WHO)
as the third leading cause of disease burden worldwide. It is characterized by a variable
combination of symptoms, ranging from persistent and disabling mood disturbances, low
self-esteem, and anhedonia, to neurovegetative symptoms such as changes in appetite
and circadian rhythms [24]. Depression affects both the affective and cognitive domains
and significantly impairs social, relational, and occupational or academic functioning.
Furthermore, it can greatly reduce an individual’s quality of life, especially when it co-
occurs with other medical conditions [25-29].

In the elderly, the relationship between depression and age-related illnesses is bidi-
rectional, suggesting specific pathophysiological mechanisms unique to this age group.
These mechanisms may influence the response to treatment and contribute to the so-called
vascular depression syndromes, which are peculiar to the elderly [30].

The diagnostic criteria for a depressive episode in late life are no different from those in
adults [2]. However, when depression occurs after the age of 65, it is classified as LLD [31].
The prevalence of depressive disorders increases progressively with age, reaching 46% in
adults over 91 years of age [10,32].

The main symptoms of geriatric depression are shown in Box 1 [10,33-35].

Box 1. Main symptomatic dimensions of LLD.

Depressed mood and psychomotor impairment

Anxiety and prominently irritable mood

Coexistence of physical and psychological complications
Hypochondria

Sleep disorders

Suicide attempts and higher suicide risk

Propensity for developing a recurrent condition

From a clinical perspective, LLD is often described as “depression without sadness”
due to the less pronounced affective symptoms, with predominant disturbances in the
domains of interest and pleasure, such as anhedonia [36]. Additionally, LLD is character-
ized by a greater expression of somatic symptoms, anxiety, and psychotic features (e.g.,
delusions of guilt), as well as pain, sleep disturbances, cognitive impairment, psychomotor
impairment, and an elevated suicide risk [5,8,37].

Cognitive symptoms are an area of growing interest in LLD. These include deficits
in attention, executive function, memory, and processing speed. Cognitive impairments
tend to persist throughout the depressive episode and may continue for up to half of the
remission period [38]. In terms of healthcare management, LLD is commonly associated
with excessive use of medical resources and increased mortality [20].

LLD etiology is currently understood as the result of a complex interaction of biological,
psychological, social, and personality factors, as summarized in Table 2 [3,20,39-47].

Table 2. Key elements involved in LLD and depression-related cognitive decline.

Biological factors

Cardiovascular disease and risk factors (vascular depression hypothesis)

° Impairment of verbal and visual memory, psychomotor impairment, deficits in verbal
fluency, working memory

e  HPA axis dysregulation, reduction in brain/cognitive reserve, hippocampal atrophy
(possibly related to HPA axis dysfunction)

e  Disruption in emotion regulation and cognitive processing brain networks

Psychological and social factors

Childhood abuse and mistreatment, childhood financial hardship, adverse life events,
physical inactivity, loneliness
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Table 2. Cont.

Personality aspects

o  Individual capacity to withstand trauma
e Role of our personal beliefs, so important that believing and religious individuals are
less likely to develop depression

Depressive symptoms are prevalent among older adults, yet they often remain inade-
quately treated. This may be due, in part, to underdiagnosis, as symptoms are frequently
misattributed to normal age-related changes such as sadness or existential concerns. Addi-
tionally, concerns about the potential adverse effects of psychotropic medications in this
population may further contribute to the undertreatment of depression in the elderly [48].
However, paying attention to them is crucial, because in the elderly the spheres of affectivity
and cognitive function are deeply intertwined. Depressed elderly patients score lower at
cognitive performance tasks and show a poorer quality of life, highlighting how this deep
correlation could be targeted by appropriate treatments [48,49]. Treating depression can at
some level improve the course of NCDs, and an interdisciplinary therapeutic approach [8]
should be focused on affectivity considering the beneficial effects on both quality of life
and the course of the underlying NCD [50].

Depression has been observed as a potential prodrome for various types of NCDs,
often preceding the diagnosis by approximately 4.8 years. It can complicate the course of
NCDs and may serve as an early indicator of these conditions [10,51,52]. In particular, the
more the cognitive deficits are pronounced, the greater is the risk for developing subsequent
dementia [53].

Key clinical elements should be considered when a depressive episode occurs in a
patient with an NCD, which affects up to 30% of individuals with these disorders. For
instance, in AD, depression often presents in an atypical manner, with mood disturbances
being very brief (lasting even only minutes) and recurrent (occurring every few hours).
Frank sadness is less prominent than irritability, worry, anxiety, and even acute fear [54].
Additionally, depression associated with AD is characterized by a higher frequency of
psychotic symptoms (e.g., delusions, hallucinations) compared with depression linked with
other NCDs, with suicidal thoughts being infrequent but highly specific for an ongoing
depressive episode [54].

Finally, the key elements to focus on when a depressive episode in the elderly
is suspected are cognitive dysfunction/mental state examination, cardiovascular dis-
eases/cardiovascular risk factors, and a history of previous mental disorders. These
elements should be prioritized in the assessment. Differential diagnoses to consider during
an initial medical examination include mood disorders related to other medical conditions,
substance-induced depressive disorders, adjustment disorders, simple sadness, and major
NCDs [55,56]. Additionally, the role of commonly prescribed medications (e.g., antihy-
pertensives [57], benzodiazepines, and z-drugs [58]), and lifestyle factors (e.g., current
smoking) [57] should also be considered.

Furthermore, certain epidemiological factors related to LLD can aid in differential
diagnosis. For instance, substance addiction has been more commonly reported among
men with LLD, whereas women with LLD are more likely to have a history of major
depressive disorder and be diagnosed with a major NCD. Moreover, male subjects with
LLD are associated with a higher risk of suicide, which is linked to higher depression
scores, lower quality of life scores, and increased feelings of loneliness. It is important
to emphasize that the risk of suicide is higher in the elderly compared with younger
individuals, highlighting the need for prompt and effective management of depressive
episodes [20]. Finally, accurate characterization of a depressive syndrome in the elderly is
essential for implementing targeted treatment, which should account for age and gender-
specific considerations [59], especially considering that some pharmacologic treatments
may worsen cognitive function [41]. Certain types of cognitive dysfunction, such as
executive dysfunction, may be present in patients with a poor response to antidepressants,
underlining once again the importance of this dimension. This observation supports
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the rationale for considering augmentation strategies with targeted pharmacological and
non-pharmacological interventions (e.g., psychotherapies) [60].

4.2. Neurocognitive Disorders

Brain structure and cognitive function are interdependent. Brain weight reaches
its peak between the ages of 20 and 40, followed by a gradual decline, with a more
pronounced degeneration occurring after age 60 [10]. As this process progresses, certain
individuals may exhibit more prominent impairments in cognitive functions [20,51]. Within
the spectrum of NCDs, the DSM-5 categorizes major NCDs, mild NCDs, and delirium [61].
Mild NCDs, often referred to as MCls, are considered a precursor to AD in 14.49% to 87%
of cases [62], and these conditions are often regarded as overlapping constructs within
different nosological frameworks [61]. The four diagnostic criteria for NCDs focus on
the presence of cognitive changes, alterations in daily functioning, and the exclusion of
delirium or competing mental disorders. The primary distinction between major and
mild NCDs is the degree of impact on quality of life and social functioning, with mild
NCDs presenting a modest decline that has a lesser effect on quality of life [2]. However,
psychiatric conditions such as schizophrenia, psychosis, dissociative disorders, and mania
can mimic dementia, and these should be ruled out during diagnosis [11].

Major Neurocognitive Disorders

Major NCDs are characterized by a significant decline in at least one of the core
cognitive domains, which include executive function, complex attention, language, learning,
memory, perceptual-motor abilities, or social cognition [63,64], as well as neuropsychiatric
symptoms [65]. This cognitive decline reflects a change from the individual’s previous
cognitive abilities, is persistent, and progresses over time [64]. According to the DSM-5-TR,
there are 13 subtypes of major neurocognitive disorders (NCDs), which are categorized in
Table 3 based on their etiology [2,66]. It is important to emphasize that multiple aetiologies
may coexist in a single patient, collectively resulting in a full neurocognitive disorder [2].

Table 3. Principal Major NCDs grouped for etiology [2,66].

Neurodegenerative Processes Other Medical Conditions
e  Alzheimer’s disease e Substance-related and/or medication-related
e  Vascular disease e  Traumatic brain injury
e  Frontotemporal lobar degeneration e  HIV infection
e  Dementia with Lewy bodies e  Prion diseases
e  Parkinson’s disease e Another medical conditions (e.g., multiple
e  Huntington’s disease sclerosis)

Symptoms of major NCDs may vary depending on the cause and severity of the
disease. It is possible to identify some clinical presentations often suggestive of a specific
diagnosis (Table 4) [6,67,68].

Table 4. Key clinical features for differential diagnosis of NCDs due to neurodegenerative causes.

Key Clinical Elements Diagnosis
Progressiveness in memory loss Alzheimer’s disease
Stepwise cognitive decline Vascular cognitive impairment
Hallucinations, mental status fluctuations, parkinsonism Dementia with Lewy bodies

Behavioral disinhibition, loss of empathy, hyperphagia/
;hyperorality, with or without aphasia

Behavioral variant frontotemporal dementia

Psychiatric symptoms, chorea, personality changes Huntington’s disease

Bradykinesia, rigidity, rest tremor, excellent response to levodopa Parkinson’s disease
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Diagnosis of major NCDs involves more than just clinical features; it requires a thor-
ough evaluation that includes the patient’s medical history, physical and neurological
examinations, and cognitive testing. Additionally, brain imaging techniques such as
magnetic resonance imaging (MRI), computed tomography (CT), and nuclear medicine
neuroimaging may be necessary for a comprehensive assessment [6,69].

Treatment for major NCDs primarily focuses on non-pharmacological approaches,
including occupational therapy and targeted activities, which can enhance the quality of
life for both patients and caregivers. These methods may also be utilized when pharmaco-
logical therapies are ineffective [70]. In cases where non-pharmacological interventions fail,
pharmacological treatments can help alleviate the behavioral and psychological symptoms
associated with NCDs [70]. However, no current medications can alter the progressive
and debilitating course of NCDs, and available drugs must be selected with caution due
to their tolerability profiles [70,71]. Among the various forms of major NCDs, AD is the
most prevalent, characterized by the accumulation of amyloid plaques, neurofibrillary
tangles, and significant cholinergic deficits [72]. To date, the most commonly used drugs
approved by the FDA for the treatment of AD are acetylcholinesterase inhibitors (AChEIs),
such as donepezil, rivastigmine, and galantamine, and N-methyl-D-aspartate (NMDA)
antagonists such as memantine [71]. These treatments do not modify the disease course
but may modestly delay the progression of AD [73]. In the past two years, the U.S. FDA
has approved two monoclonal antibodies, lecanemab and donanemab, for the treatment
of AD. These drugs aim to slow the progression of cognitive decline by targeting and
reducing amyloid plaques in the brain. Clinical trials have shown that both lecanemab and
donanemab are most effective in early stages of AD, offering a promising new therapeutic
option for patients [74-76].

4.3. Differential Diagnosis: Overlapping Symptoms and Clinical Approach

Considering the bidirectional relationship between depression and NCDs, some de-
pressive episodes with prominent cognitive symptoms may be misdiagnosed as dementia
and up to one-third of elderly patients initially diagnosed with a psychiatric condition will
later reveal NCDs [11]. Currently, these conditions should be pictured as a spectrum of
clinical manifestations ranging from depression to cognitive decline [39].

Depression may be the presenting feature of dementia, particularly AD [77]. Defining
the underlying cause is crucial to interfere with this vicious cycle that can lead to the
worsening of the elderly’s conditions. In general, when evaluating a depressive episode in
the elderly, detailed cognitive and mental status examinations should be conducted first.
In this population, a depressive episode with a prominent dysphoric mood may mimic a
manic episode and should be promptly ruled out. Additionally, for depressive episodes that
do not meet all the diagnostic criteria, adjustment disorder should be considered, especially
in elderly individuals exposed to recent stressful events. A general medical examination
is also essential to identify possible underlying medical conditions (e.g., stroke, multiple
sclerosis, hyperthyroidism) or pharmacological factors (e.g., medications, substance use
disorders) [20].

Cerebrovascular diseases may contribute to the onset and exacerbation of depression
in geriatric patients, as explained by the “vascular depression hypothesis” [31,78]. Vascular
dementia is typically characterized by a stepwise progression, fluctuating course, and
a primary decline in cognitive function with relative preservation of personality [79].
Vascular disease can be present in LLD or represent a worsening factor, often resulting in a
reduced response to antidepressants [30]. Non-pharmacological treatment strategies are
generally preferred, while tricyclic antidepressants should be used with caution due to their
potential for causing arrhythmias, heart failure, myocardial infarction, and anticholinergic
effects [80]. Selective serotonin reuptake inhibitors (SSRls) are better tolerated, though
they are metabolized by cytochrome P450, as many cardiac drugs [81]. In such cases,
individualized treatment plans based on a drug—drug interactions evaluation, as well as
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psychotherapeutic and endocrinological interventions, may represent an effective treatment
strategy [82].

In AD, depressive symptoms may vary in intensity and are often less consistent com-
pared with primary depression. Patients with AD may exhibit mood fluctuations, with
irritability and anxiety being more prominent than a sustained depressed mood [83-85].
However, when depressive symptoms persist, particularly with features such as guilt, sui-
cidal thoughts, and significant distress, they may indicate a more severe state of depression.
These persistent depressive symptoms, especially when accompanied by neurovegetative
signs (e.g., changes in sleep or appetite), can align more closely with a diagnosis of LLD
rather than typical AD-related mood disturbances [86-89].

From a clinical perspective, patients with NCDs often present with memory dis-
turbances [90-93]. To assess memory impairment, tools such as the Verbal Associative
Learning and Memory Test (VALMT) can be useful. The VALMT is a learning and memory
test which is useful to identify accelerated long-term forgetting in healthy individuals that
may be an early marker for the development of AD [92].

Accurate differential diagnosis also requires particular attention for focus disturbances.
Depressed individuals often exhibit abulia, may need additional time to complete tasks,
and frequently report disturbances in focus and concentration, along with appearing
apathetic [94]. Both LLD and NCD patients present with memory difficulties and distressing
phenomena [94,95]. Reliable information from family members is crucial for evaluating
these aspects, as some individuals may display a predominantly negative and depressive
cognitive style that does not constitute a formal depressive episode [94].

Regarding cognitive functioning, when depressive symptoms in LLD are associated with
cognitive impairment, there is a greater reported risk of progression to dementia [96-98]. In
general, cognitive impairments have been associated with depression, anxiety, agitation,
and apathy, with a stronger relationship between anxiety, agitation, and progressive cogni-
tive decline [96]. In general, patients with LLD tend to show patchy memory loss, provide
more subjective reports, exhibit minimal effort to cope with their dysfunction, and fre-
quently respond with “I don’t know” to questions about orientation, memory, abstraction,
or judgment, even without attempting to answer [13]. Mood symptoms in major NCDs are
more likely to be situation-dependent and fluctuate based on time, place, and company,
whereas in depression the psychopathological features are generally less responsive to
environmental changes [99].

Therapeutic trial plays a crucial role in determining whether the primary underlying
cause of a clinical presentation is a mood disorder or an NCD. Typically, LLD responds
positively to an adequate trial of antidepressant medication, whereas antidepressants
may be ineffective or even exacerbate anxiety and irritability in NCD [10]. In such cases,
neurodegenerative etiology should be more strongly suspected. This underscores the
potential benefit of combined therapies, such as antipsychotics, in treating depression
occurring alongside NCDs. The recent literature emphasizes the use of SSRIs, consider-
ing that antidepressants with anticholinergic properties (e.g., tricyclic antidepressants)
may worsen cognitive symptoms and exacerbate cognitive decline [100,101]. Sertraline
and vortioxetine have been shown to improve episodic memory and processing speed.
The most selective SSRIs, such as citalopram and escitalopram, have minimal cognitive
benefits, and citalopram has been associated with adverse effects in treatment refractory
patients [102-104]. Serotonin-norepinephrine reuptake inhibitors (SNRIs), particularly
duloxetine, may positively affect memory symptoms [105].

Findings on the effects of cholinesterase inhibitors and NMDA antagonists on cognitive
and depressive symptoms in patients with LLD and MCI are sometimes inconsistent. For
instance, the use of donepezil in depression shows variable results concerning mood
disorders [106-108], and there is no evidence supporting the use of memantine for treating
NCDs with comorbid depressive disorders [109-111]. Despite these findings, one study
suggests that the combined use of citalopram and memantine may reduce depressive
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symptoms and improve cognitive outcomes in elderly individuals with major depressive
disorders and memory issues [112].

Ultimately, recent advancements in blood biomarkers could offer a promising new
tool for diagnosing AD in both primary and secondary care. This non-invasive test can
differentiate AD from LLD, which often share overlapping symptoms. Its availability is a
potential “game changer”, allowing for earlier and more accurate diagnoses of neurodegen-
erative diseases. This breakthrough could significantly improve patient care by guiding
more targeted interventions based on precise diagnoses [113].

Limits. This review is limited by the heterogeneity in diagnostic criteria for LLD and
NCDs across studies, which may limit the result comparison. However, the comprehensive
analysis of studies spanning over the last 25 years can offer a broad perspective on the
interplay between LLD and NCDs [9,114].

5. Conclusions

Differential diagnosis between LLD and NCDs presents significant challenges. The
relationship between depression and major NCDs in the elderly is an area of growing
interest within the scientific and medical communities, though the underlying mechanisms
and causal relationships remain unclear. It has been hypothesized in the literature that
depression, cognitive impairment, and dementia exist on intersecting continuums, with
depression-related cognitive impairment ranging from reversible to irreversible. This
dynamic perspective suggests a spectrum from depression without dementia symptoms
to dementia without depression. Understanding this correlation is crucial for developing
more effective diagnostic, preventive, and therapeutic strategies.

Moreover, evidence supports the long-term impact of depression on cognitive function-
ing, highlighting the importance of addressing depression promptly in the elderly. Early
intervention aimed at supporting cognitive functioning when impairments are detected
can significantly improve both physical and mental health outcomes in this population.
Symptoms such as depressed mood, irritability, and early deficits in executive function,
memory, or attention should not be underestimated. An integrated approach to screening
for cognitive impairment (e.g., Mini-Mental State Examination), psychopathological dimen-
sions (psychiatric evaluation), and functional capacity is essential for identifying targets for
personalized, non-pharmacological, and pharmacological interventions.

Further research and clinical interest in this area should be encouraged to improve the
overall mental and physical health of elderly patients. Considering the deep interconnection
between cognitive and emotional dimensions in this population, these aspects should not
be treated as exclusive elements. A personalized and multidisciplinary approach, aimed at
identifying integrated therapeutic interventions, is strongly recommended.
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