Neuropsychiatric Disease and Treatment Dove

REVIEW

Recognizing Depression in the Elderly: Practical
Guidance and Challenges for Clinical Management

Maria Devita "2, Rossella De Salvo(®', Adele Ravelliz, Marina De Ruiz, Alessandra Coin2,
Giuseppe Sergi?, Daniela Mapelli'

'Department of General Psychology (DPG), University of Padua, Padua, Italy; 2Geriatrics Division, Department of Medicine (DIMED), University of
Padua, Padua, Italy

Correspondence: Maria Devita, Department of General Psychology, Via Venezia 8, Padua, 35128, Italy, Tel +3904982 18949, Email maria.devita@unipd.it

Abstract: Depression is one of the most common mood disorders in the late-life population and is associated with poor quality of life
and increased morbidity, disability and mortality. Nevertheless, in older adults, it often remains undetected and untreated. This
narrative review aims at giving an overview on the main definitions, clinical manifestations, risk and protective factors for depression
in the elderly, and at discussing the main reasons for its under/misdiagnosis, such as cognitive decline and their overlapping
symptomatology. A practical approach for the global and multidisciplinary care of the older adult with depression, derived from cross-
checking evidence emerging from the literature with everyday clinical experience, is thus provided, as a short and flexible “pocket”
guide to orient clinicians in recognizing, diagnosing and treating depression in the elderly.
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Introduction

Depression is one of the most common mood disorders in the late-life population.'”* The prevalence of depressive
disorder in the over 60 years old population is about 5.7%.%> However, it increases with age, to reach the peak of 27% in
over-85 individuals.' Interestingly, the prevalence still increases and reaches the 49% in those living in communities or
nursing homes,*” regardless of the severity or the definition of depression considered.’

Late-life depression (LLD) can be distinguished according to the age at which the first depression occurred. Early-
onset depression (EOD) identifies the persistence or recurrence in old age of a depression previously diagnosed
throughout adulthood, while late-onset depression (LOD) represents a depressive disorder developed de novo in old age.®

DSM 5 identifies a cluster of depressive symptoms, namely depressed mood, loss of interest and pleasure, weight loss
or gain, fatigue, insomnia or hypersomnia, psychomotor agitation or retardation, decreased concentration, thoughts of
death and/or suicide and worthlessness.’

However, LLD is characterized by an atypical cluster of symptoms, ie somatic symptoms which are predominant
compared to mood symptoms, so it is important to be aware of this particular clinical presentation in order to not
underestimate LLD.

Moreover, the complex spectrum of Late-Life Depression (LLD) goes beyond the main diagnostic entities of unipolar
depressive disorders, such as Major Depressive Disorder (MDD) and persistent depressive disorder.” Relevant depressive
symptoms which do not fulfill the criteria for a diagnosis of depression have nevertheless a significant clinical relevance,
because of their association with poorer quality of life and increased disability; however, they are often undetected and
untreated, despite a very small chance of spontaneous remission.®

Depressive symptoms produce clinically significant distress and impairment in daily life, notching social, familiar,
and occupational areas of functioning. Depression is entangled in a bidirectional relationship with somatic morbidity
finally resulting in an increase in patients’ burden of disability and frailty and augmenting mortality.” In fact, besides

being a risk factor and a predictor of poor prognosis for many conditions, like diabetes, cancer, cardiovascular diseases,
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dementia,'®'? depression can be precipitated and perpetuated by chronic medical conditions typical of the aging process.
A longitudinal study of 3214 healthy elderly individuals proved that Mild Cognitive Impairment (MCI), as well as
smoking and mobility, vision, and subjective memory impairments, can significantly increase the risk of depression.'?

Thus, the diagnosis of depression is challenging in elderly people, since it often presents with multifaceted and more
somatic symptoms compared to adults,'* thus resembling a “real” medical organic disease.’

Also, treatment is demanding, because of the complexity of older patients, who more frequently have
a pharmacological-resistant depression and require a multidimensional and, possibly, a multi-professional equipe taking
charge.

The objective of this review is, on the one hand, to explain the strong impact of geriatric depression on individual and
caregivers’ quality of life and the difficulties in recognizing and prescribing the adequate treatment and, on the other
hand, to propose a practical approach for the global and multi-disciplinary care of the older adult with depression, from
diagnosis up to the definition of a customized treatment. In order to do so, a short and flexible “pocket” guide is here
proposed as a tool to orient clinicians in recognizing, diagnosing and treating depression in the elderly. To the best of our
knowledge, there is no tool currently available, such as the here proposed pocket guide, thought to be flexible and easily
adaptable to the most disparate clinical contexts.

Reviewing the Literature on Geriatric Depression: Definitions, Risk and
Protective Factors, Symptomatology and Clinical Variants

Geriatric Depression Syndrome: Characterization and Symptomatology
While the depression severity appears to remain stable across the lifespan, what really differentiates depression in middle
and old age concerns qualitative differences in the clinical presentation of the symptomatology (Table 1).

As an example, considering depressed mood (sadness or dysphoria) and loss of interest (anhedonia), which are the
two core symptoms of Major Depressive Disorder (MDD) according to the DSM 5, they can be manifested differently in
older adults compared younger people,'> as well as inappropriate guilt or feelings of worthlessness.'® Notably, regarding
the first of these two core symptoms (ie depressed mood), feelings of dysphoria or sadness are frequently absent in older
adults,” underlying a specific variant of geriatric depression indicated as “depression without sadness”,'” characterized by
lack of interest, sleep difficulties, lack of hope, loss of appetite and thoughts of death.

On the contrary, symptoms like lack of vigor and withdrawal, which are referred to the second core symptom of
MDD, are usually more pronounced. In fact, “loss of interest” is usually pronounced, since older adults tend to be more
apathetic.'® Suicidal thoughts are frequent in LLD, together with state of anxiety, especially in the morning.'®

What characterizes even more LLD is a shift towards somatic symptoms,'® which become prominent and vary in their
manifestations compared to early onset depression, although the criteria symptoms remain the same. For example, while
increased appetite and overeating may frequently occur in younger individuals, loss of appetite and weight are more common
in late life.2® Similarly, considering that sleep duration declines with age, decreased sleep is more common in LLD compared
to hypersomnia, which is more typically experienced by younger depressed adults.'® Fatigue is expressed both as physical

Table | Depression Symptoms in Younger and Older Adults: Typical and Atypical Presentation

Symptoms and Clinical Presentation Older Adults Younger Adults
DSM* 5 core symptoms | Depressed mood l il
Anhedonia 1 !
Somatic symptoms Loss of appetite Hyperphagia
Insomnia Hypersomnia
Physical tiring/lack of energy Fatigue
Cognitive deficits Poor concentration
GI** complaints -
Psychomotor retardation Agitation

Abbreviations: *DSM, Diagnostic and Statistical Manual of Mental disorders; **Gl, gastrointestinal.
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tiring and lack of energy rather than a mental symptom, while the “poor concentration” symptom could be manifested more as
a broader cognitive impairment where memory loss is related to executive dysfunction.”' In general, older people manifest
more vague and gastrointestinal somatic complaints, together with hypochondriasis.?* Lastly, psychomotor retardation is more
common in LLD than agitation, leading to disturbances in speech, facial expression, fine motor behavior, and gross locomotor
activity, which exceed the general slowdown observed in normal aging.”

It is therefore clear that one of the main challenges in recognizing the diagnostic features of geriatric depression is the
overlap of its typical symptoms with those of other comorbid physical or neurologic conditions and, in general, with the
typical signs of frailty (ie, weight loss, psychomotor slowing and exhaustion).

In fact, the somatic symptoms that in younger adults are indicative of depression, in the elderly may be correlated
with aging and may not be indicative of a specific pathology, as well as could be due to other comorbid conditions. Thus,
while including somatic symptoms in geriatric screening for depression regardless of their etiology (inclusive approach)
may lead to false positives,?* it remains true that they cannot be completely excluded from the diagnostic framework (as
the exclusive approach, instead, proposes), as aging and its associated conditions do not necessarily justify all these
aspects. An alternative is represented by the aetiological approach, in which somatic symptoms are considered only if
they are not primarily due to another medical condition.?> In general, a good clinical practice is to ask people about their
mood when they refer to non-specific physical complaints, as to assess the presence of mood problems that older adults
tend not to autonomously express, as previously stated.

Geriatric Depression Syndromes
Because of its peculiar features and complexity, different specific variants of geriatric depression have been proposed to
better frame its presentations.

Among these, the “depletion syndrome”,*® characterized by lack of interest, sleep difficulties, lack of hope, loss of
appetite and thoughts of death, described the common condition of “depression without sadness” seen in older adults.

Another condition is referred to as “reversible dementia”. In some cases, in fact, older patients suffering from a severe
depression development with marked cognitive impairment can induce the clinicians to misdiagnose dementia.?’
However, in these patients, the cognitive symptomatology recedes with the remission of depression, even if a part of
them subsequently develops a proper dementia.”® The label of “pseudodementia” this condition was addressed as, is no
longer used, because of the complex relationship between depression and dementia, which represents an interaction
between pathological processes, with more than one illness masquerading as another.”

In fact, the complex entanglement involving aging-related processes, network dysfunction and depressive symptoms
is also supported by the fact that two distinct syndromes regarding LOD can be recognized, ie the “depression-executive
dysfunction syndrome” (DED) and vascular depression. DED* develops in patients whose fronto-striatal pathways are
affected by aging-related or pathological changes. It is marked by psychomotor retardation, loss of interest, suspicious-
ness, lack of insight and pronounced disability, but rather mild vegetative symptoms and less prominent depressive
ideation.*' Moreover, individuals affected by this syndrome have impaired performance in tests of executive functioning
(namely verbal fluency, response inhibition, problem solving, cognitive flexibility, working memory and ideomotor
planning).*? Vascular depression, instead, is characterized by psychomotor slowing, lack of initiative and apathy, and it is
typically observed in patients with a medical history of hypertension and cognitive impairment.*’ The “vascular
depression” hypothesis postulates that cerebrovascular disease may predispose, precipitate, or perpetuate some geriatric

depressive disorders,®' disrupting networks supporting affective and cognitive functions.*>

Risk and Protective Factors
The identification of factors that can increase or protect from the risk of developing depression in the elderly population
is crucial in order to promote prevention strategies, but also for the best comprehensive approach to this disease. The

literature has shown that suffering from a chronic disorder***—°

or cognitive impairment,’® having a weak social,
emotional and supportive network,>” living isolated, taking care of relatives with chronic disease,*® losing a partner,’
can facilitate the rising of depressive symptoms. Furthermore, gender differences, well known in younger patients,

persists also into late life, so being a woman can represent a risk factor.*” On the other hand, having a high level of self-
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esteem,*' resilience® and sense of control,*' keeping a healthy lifestyle*’ and having a medium/high level of cognitive
reserve* represent protective factors for the rising of depression in elderly age. Table 2 provides a detailed overview of
the main risk and protective factors involved in geriatric depression.

Recognizing Geriatric Depression in the Elderly: A Current Challenge
Depression in older adults is often under- or misdiagnosed and thus undertreated or inappropriately treated. Reasons for
underdiagnosis are several and include psychosocial factors too. The first issue concerns the prejudice that depression is
a normal phase of aging, because of the medical and situational conditions typical of older age, such as the limitations
imposed by functional disability, health concerns and psychological stressors as decreasing social contacts, transitions in
key social roles (ie, retirement) and grief.'> Although, mood deflection is certainly understandable, it does not imply that it
should be neglected, nor that it is not treatable, especially when it is a source of suffering and impairs functioning. Another
barrier for depression recognition involves stigmatization. In fact, some individuals are reluctant to accept a diagnosis of
depression, and often both patients and clinicians may hope to find a “medical illness” in order to avoid the stigma of
a psychiatric diagnosis.>’ Moreover, older adults are less likely to express mood problems, like dysphoria or worthlessness,
and may describe their symptoms in a more “somatic” way.” In general, older adults often find physical illness to be more
acceptable than psychiatric illness.*’ At the same time, physicians may lack screening for depression because of more
urgent physical problems or because they wrongly attribute depressive symptoms to comorbid medical illness.*®

In addition to underdiagnosis, another factor that contributes to undertreatment is misdiagnosis. As previously stated
(Table 1), in the elderly depression has an atypical presentation, including persistent complaints of pain, headache,
fatigue, apathy, agitation, insomnia, weight loss, low attention and other nonspecific symptoms which can overlap with or
be confused with other physical illnesses and dementia. This can lead clinicians to pursue an expensive medical workup,
when they may not be able to recognize these problems as being part of a depressive episode. At the same time, older

Table 2 Risk and Protective Factors for Depression in Elderly

Risk Factors Protective Factors
Gender-related factor ® Being woman**
Physical-related factors ® Heart disorder'?
® Digestive disorder'?
® Respiratory disorder'?
® Urinary incontinence*
® Sleep disorder'?
® Impairment of hearing'?
® Abdominal obesity'*
® Metabolic syndrome'*
® Kidney disease'”
Psychological-related factors ® Neuroticism?® ® High level of self-esteem?®
® Resilience®'
® Extroversion?®
® Good emotional regulation®*
® Positive self-perception of aging®
® Self-efficacy®
® High sense of control®
® Positive coping strategy24
Social-related factors ® Psychological stress in daily life'” ® Having hobbies (for men)?’
® Loss of social and supportive network?® ® Being religious?®
® Isolation>'” ® Physical activity?
® Low emotional support from family members'”
® Loss of spouse'’
® Take care of relatives with chronic disease'®
Cognitive-related factors ® Cognitive impairment'® . Cognitive-reserve23
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adults may relate their symptoms to a medical condition, thus not seeking the proper help.'® Thus, it is necessary to gain
insight on variability in the presentation of specific depressive symptoms across the lifespan.

Confounding Factors: Cognitive Impairment and Depression in Older Adults
Another specific challenge in the accurate diagnosis of depression concerns its entanglement with cognitive impairment
and dementia. In fact, there is a substantial overlapping in the clinical presentation of late-life depression and early-stage
dementia: a subjective perception of memory loss, as well as psychomotor retardation and a lack of motivation in
answering at cognitive tests are typically observed in depressed older adults, and can be interpreted as signs of
dementia.*” Moreover, in older adults, depression is commonly accompanied by cognitive deficits, which are present
in 20 to 50% of cases.*®*’ On the other hand, depressive symptoms are a common neuropsychiatric symptom of
Alzheimer’s Disease (AD).”® Still, given the prevalence of both syndromes in the older population, they can also
independently co-occur, and the two diagnoses are not mutually exclusive.*®

Geriatric depression is characterized by cognitive deficits involving executive functions, such as problem solving,
planning, decision-making and inhibition, along with selective and sustained attention and working memory impairment.”’
Other deficits, involving some aspects of episodic memory and visuospatial functions, may be secondary to executive
dysfunction.”® These symptoms remain significant even after the remission of the depressive symptomatology.”” In a 10-year

longitudinal study, Ly et al®

have shown that depressed older adults perform worse than compared healthy controls in
cognitive tasks, maybe for the neurotoxic effects of depression and reduced cognitive reserve.

The relationship between late-life depression and cognitive decline is even more complex, considering that, besides
mimicking each other, they also can coexist and be mutually a risk factor.

On the one hand, in fact, older adults with dementia can develop pure depressive symptoms. Clinical depression in
these cases can be either reactive to the diagnosis or a relapse of a previously diagnosed depression.* Olin et al proposed
diagnostic criteria for “depression of Alzheimer’s disease”, including the presence of at least three significant depressive
symptoms during the same two-week period that represents a significant perturbation from previous functioning, when all
the criteria of AD are fulfilled.>

On the other hand, Ly et al>® found that late-onset depression, but not EOD, was associated with a more rapid
cognitive decline over time. These findings suggest that EOD, whose symptoms are persistent or recurrent in old age, is
a vulnerability factor that alters cognitive abilities even in healthy aging, representing a risk factor for dementia.>' On the
contrary, LOD could be a real harbinger of dementia. In particular, highly educated people are more likely to show
depressive symptoms as initial presentation of dementia, probably because cognitive reserve may delay the onset of
cognitive, but not depressive, symptomatology.’®

Reviewing the Literature on Therapeutic Approaches to Depression in the
Elderly

The effective management of geriatric depression builds upon different strategies, involving both pharmacological and
non-pharmacological options that have to be considered based on the patient’s characteristics and psychosocial
environment, in order to shape a tailored and comprehensive intervention. In fact, the most effective approach is the
biopsychosocial one, combining pharmacotherapy, psychotherapy and an array of lifestyle and social environment’s
personalized modifications. These therapies and good practices have shown to be effective, resulting in improved
quality of life, enhanced functional capacity, possible improvement in medical health status, increased longevity, and
lower health care costs.'*

Pharmacological Treatment of Depression in Older Adults
Late-life depression compared with that of younger patients shows a lower response rate to antidepressants, nonetheless
several treatment options exist.

When prescribing drugs, including psychotropic drugs, to older adults’ attention should be paid to pharmacokinetic
and pharmacodynamic changes associated with aging. In fact, drug distribution varies, due to the increase in body fat that
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leads to an increasing distribution volume and elimination of half-life for lipophilic drugs. Renal filtration rate decrease
enhances the problem of drug elimination. In addition, hepatic metabolism, besides being affected by aging, is also
influenced by other concomitant drugs that induce or inhibit cytochrome P-450 metabolic enzymes.

In the choice of antidepressant treatment, the patient’s previous response to treatment should be considered, as well as
his/her other comorbidities and medications, in order to minimize the risk of side effects and drug—drug interactions. In
addition, somatic symptoms associated with depression like anxiety, psychotic symptoms, insomnia/hypersomnia,
hyperphagia/poor nutrition should be considered.

The second-generation antidepressants, ie Selective Serotonin Reuptake Inhibitors (SSRIs) and Selective Norepinephrine
Reuptake Inhibitors (SNRIs), are considered the first-line treatment options for depression in the elderly, because of their
efficacy,’” tolerability and safety profile. Except for paroxetine, they have lower anticholinergic effects than older antidepressants
(ie tricyclics) and are thus well tolerated by patients with cognitive impairment or cardiovascular disease. SSRIs are also good for
improving cognition,” while SNRIs are a good first choice in comorbid neuropathic pain. Most frequent SSRIs and SNRIs side
effects include hyponatremia,®® nausea and gastro-intestinal bleeding,”® so periodic blood exams are recommended.
Another second-generation antidepressant is mirtazapine that improves appetite being useful for anorexia,®’ and whose sedative
side effect can be useful for insomnia.®? A novel antidepressant, vortioxetine, a multimodal serotonin modulator, seems to be
promising for elderly people since it also has a positive effect on cognition, independently of the improvement in depression.®?

When psychotic symptoms coexist, the addition of antipsychotics to antidepressants may be more effective than
antipsychotics or antidepressants monotherapy, as reported by Meyers et al,** who found that the combination treatment
of olanzapine plus sertraline was not only more effective than monotherapy but also equally tolerated.

Psychotherapy in Geriatric Depression
As for younger adults, also for older people psychotherapeutic approaches are to be encouraged, even in the presence of
cognitive decline, since that treatment’s versatility gives the therapist the opportunity to adapt it to the patient’s needs and
characteristics and to his/her physical and emotional environment.

In the following paragraphs a brief overview of the principal psychotherapy approaches available for older persons
with depression is shortly provided.

Problem Adaptation Therapy (PATH)

PATH is a home-delivered psychosocial intervention, which has shown to lead to significant positive results in elderly
with depression, by providing help in emotional regulation.®>®® This kind of therapy puts the focus on strategies
personalized on each patient’s needs (ie memory and organizational deficits, behavioral/functional limitations, inter-
personal tension, social isolation and anhedonia).> PATH looks to lessen the negative impact of emotions by improving
pleasurable activities, using a problem-solving approach and integrating environmental adaptations and compensatory
strategies, for instance using calendars, checklists and strategies to sustain or shift attention.

Engage Therapy

This stepped therapy targets behavioral domains grounded on neurobiological constructs using simple and efficient
behavioral techniques.®’ The intervention aims at modulating patient’s response using the “reward exposure” strategy,
working on three main behavioral domains, ie “negativity bias” (negative valence system dysfunction), “apathy” (arousal
system dysfunction), and “emotional dysregulation” (cognitive control dysfunction), and add strategies targeting these
domains.

Problem Solving Therapy (PST)

PST is an 8-week intervention that consists in a seven-step process to solve problems, including problem orientation that
directs patient attention to one problem at a time, problem definition that helps patients select relevant information to
determine what the root problem is, goal setting that focuses attention to the desired outcome, brainstorming that helps
patients consider different ways for reaching the goal, decision-making, to evaluate the alternative solutions likelihood and

picking the best choice, and action planning that involves a step-by-step plan for the patient to implement his/her solution.®’
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Supportive Therapy
This home-delivered psychotherapy focuses on nonspecific therapeutic factors as facilitating expression of affect,
conveying empathy, highlighting successful experiences, and imparting optimism. Supportive Therapy reduces depres-

sion and disability in older patients with major depression, cognitive impairment, and disability.®®

Interpersonal Therapy

Interpersonal Therapy is a psychodynamic therapy that focuses on complicated grief, role transition, role dispute/
interpersonal conflicts, and interpersonal deficits.®® During the first phase of treatment, therapists help patients to explore
and understand depressive symptoms through a psychoeducational approach. In later phases, problems are identified and
understood in the interpersonal context. In the final phase, the therapist focuses on the gains and limitations of therapy
and the prevention of relapses.®®

Computerized Cognitive Remediation (CCR)

CCR has demonstrated improvements in mood and self-reported function in depressed patients similar to those obtained
through the Problem Solving Therapy.®' CCR is suitable for patients with an MMSE score of at least 24/30.°® It makes
use of a video game to treat depression (EVO), personalized, self-administered and continuously adapted to the patients’
aptitude both at baseline and progress in treatment.®” Unlike Problem Solving Therapy, the EVO participants showed
generalization to untrained measures of working memory and attention, as well as negativity bias. CCR is relatively
inexpensive and can be used at the patients’ homes, thus minimizing barriers to access of care, common in older adults.*'

Electroconvulsive Therapy (ECT)

An effective treatment for depression in elderly population, available from mental health specialists, is electroconvulsive
therapy (ECT).®” In ECT, an electrical stimulus is given for a brief period to produce a generalized seizure. The treatment
is effective especially for psychotic depression, severe suicidality, treatment-refractory depression, catatonia, and
depression with severe weight loss and anorexia, moreover, is indicated for older old (>80 years).”” A meta-analysis
of the cognitive effects of ECT suggests its relative safety and the transient character of its effects on cognition.”"
Compared to antidepressants, ECT induces a higher speed of remission.”?

Practical Guidance for Depression Diagnosis and Treatment in the Elderly:
A Pocket Guide for the Daily Clinical Management

If the proper recognition of geriatric depression remains at current challenge, the key aspects and main evidence
presented here, along with a long interdisciplinary team clinical experience, lead to the identification of some guidelines
to optimize the recognition and the adequate differential diagnosis of depression in the elderly. All the contents discussed
below are summarized in the pocket guide, as a practical reference for a comprehensive diagnostic procedure in everyday
clinical practice (see Figure 1).

Clinicians should carefully consider depression among possible differential diagnosis, particularly when: patients
refer to their attention with vague complaints as pain, fatigue and diffuse symptoms and/or suffer from anxiety or sleep
disturbances; some clues are evident, such as poor personal hygiene, flat affect and slumped posture; the patient tends to
frequently use healthcare resources, as calls or visits to practitioners.*®**®

In these cases, an accurate screening for the underlying risk factors and a collection of anamnestic data, which include
medical, psychological and cognitive remote and recent history, is crucial to evaluate all potential contributing or
protecting factors. Furthermore, to assess the individual’s protective factors (that mainly deal with aspects related to
social network, hobbies, physical activity or personal interests) will also have a positive clinical implication in the
management and treatment of depressive symptoms from a non-pharmacological point of view, by knowing the activities

that could be pleasant and stimulating, as well as his or her personal resources.
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Older adult presenting with vague complaints, diffuse symptoms, anxiety or sleep disturbances.

Multidimensional assessment

NOTE: Collect information from both patient and caregiver
Adapt your language to be understood by the patient

A. Anamnesis
- comorbidities
- polypharmacy, substances abuse
- alcohol/caffeine/smoking habits
B. Physical examination (search for somatic diseases)
C. Mental assessment:
- evaluate cognitive performance, mood, behaviour and general functioning
- screen for atypical symptoms/signs (agitation, anxiety, sleep/eating
disorders, personal hygiene, flat affect)

!

v Suspected depression? —T
YES NO

Confirm the diagnosis of depression (refer to diagnostic criteria)

- if needed, suggest an in-depth neuropsychological and
psychiatric assessment

- If necessary, prescribe laboratory tests and/or imaging —

—

v Confirmed depression? —
YES NO

disorders/other medical diseases)

Consider differential diagnosis (neurocognitive

1. First-line approach for treatment

- search for potentially modifiable risk factors and conditions that can worsen mood deflexion
(pain, sensory deficits, loneliness, low emotional support, ...)

- examine patient’s protective factors and boost them (social network, hobbies, physical
activity or personal interests)

2. Second-line approach for treatment - evaluate the following options:
|

\] v
Pharmacological options Non-pharmacological options
Consider: - Psychotherapy (PATH, Engage, PST,
- age-related changes in Supportive therapy, Interpersonal therapy,
pharmacokinetics/pharmacodynamic CCR)
- polypharmacy (drug-drug interactions) - Electroconvulsive therapy [psychotic
- patient’s comorbidities depression, severe suicidality, treatment-
- depression-associated symptoms vs ADR refractory depression, catatonia]

(e.g. orexigenic effect, sedation,...)
- patient’s preferences and compliance
- history of good response

* Prefer 2nd-generation antidepressants
(SSRIs, SNRIs, mirtazapine, vortioxetine)

* Consider adding antipsychotics if
psychotic symptoms are present

v
Periodic clinical assessment (patient and caregiver) +/- instrumental examinations |+

verify compliance
YES —>»| change drug/dosage
reconsider your diagnosis

Depression still present?

NO

Figure | Pocket guide for the assessment and management of geriatric depression in everyday clinical practice.
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Moreover, caregivers and families can be helpful, since they may provide information about the patient’s mood,
behavior and general functioning. In fact, they could notice relevant changes that are not reported by the patient,
especially if she or he has poor insight, as in the case of the co-occurrence of cognitive impairment.

When talking to patients, instead, it is important to adequate to the social and cultural background of older adults. As
discussed in the previous sections, they are not used to deal with mental health issues and to verbally express concerns
about their mood. Thus, the clinician should prefer to use expressions such as “Are you feeling low/down?” instead of
directly asking “Are you depressed?” in order to address the stigma, and discuss mental health referral in the broader
context of other medical conditions to increase the acceptability.®® At the same time, all the healthcare professionals
should promote the sensitization of the elderly to mood disorders and more generally to mental health, so that they can
themselves become more attentive and aware in recognizing their emotional and psychological difficulties.

Clinicians can count on several validated tools to quantitatively assess the presence and severity of depression,
namely self-report scales, clinician rating scales and structured interviews. Despite their popularity and their clear
advantages, some considerations have to be taken into account when dealing with older adults. First of all, these tools
were mostly developed for young adults, so they do not always catch the appropriate features for the elderly.” This also
falls on their validity and reliability, which are strictly related to the population they are based on.”* Self-reports are
widely used because of their quickness and ease of administration. However, they are susceptible to some respondent’s
characteristics, such as low educational attainment or cognitive impairment, which can influence the true comprehension
of questions or of the response format.” In general, in the case of older adults with cognitive impairment, it is preferable
to avoid self-reports and use alternative assessment methods that include direct observation and family reports.’
Moreover, especially for patients with comorbidities, items with somatic content may need further clarifications, since
somatic symptoms could be misattributed to depression.’® Lastly, visual impairment can obstacle the completion of self-
report scales: in these cases, the clinician can either propose an enlarged copy of the scale or administrate it orally. The
use of clinician rating scales overcomes some of these issues, since they are based on the direct observation of a trained
professional. If clinician rating scales offer a more accurate measurement of depression, it has been found that they are
less sensitive in detecting changes in mild forms of depression.”” Structured interviews offer the possibility to facilitate
the comprehension of questions, as well as to deeper investigate aspects that need to be better clarified, as the nature of
somatic symptoms; however, because of the time and skills requested for their administration, their utility is limited.”®
Overall, there is no single superior assessment method; rather, it is important that clinicians are aware of their strengths
and shortcomings and informed about the psychometric properties of the main tools, so that they can choose the most
appropriate instrument depending on the characteristics of the individuals. Moreover, using multiple methods and sources
of information (ie, multidimensional assessment) has been shown to be the most effective approach.’®

When depressive symptoms are detected and a diagnosis of LLD is probable, among all the other factors, also the
domestic and family context has to be looked at, that is, whether there are dynamics that can exacerbate the depressive
symptomatology of the patient. This could be the case, for example, of a dysfunctional interaction in the patient-caregiver
dyad or of some psycho-affective characteristics of the caregiver himself (for example, if he or her is depressed as well),
likewise tensions in family relationships or other health or financial issue of relevant psychological impact.

Lastly, it is important to exclude somatic causes of depression and to characterize a depressive episode or symptoms
through patient history, clinical examination, laboratory tests, and/or imaging. In fact, LLD can per se be distinguished
into a proper LOD or the recurrence of an EOD and, as stated, this has some clinical implications. Alternatively,
depression can be secondary to a general medical condition or to a substance or medication use, considering that
multimorbidity and polypharmacy are extremely common conditions among older adults.”” Moreover, depressive
symptoms could be the manifestation of a cerebrovascular disease or of a prodromal stage of AD, thus having
a primarily organic origin. It is also important, in any case, to repeat when possible both the instrumental examinations
(namely imaging techniques for the investigation of regional brain glucose metabolism, as FDG-PET) and the admin-
istration of cognitive and/or psychological screening tools in order to re-evaluate the overall diagnosis at a follow-up
after 6-9 months. In fact, since LLD is a treatable and reversible condition, when a diagnosis of depression is made and
a pharmacological or non-pharmacological treatment has been proposed, there should be evidence of efficacy. Otherwise,
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the question arises if the depressive symptoms observed were secondary to another cause (so, the diagnosis was
incorrect) or the therapeutic approach chosen was not the most suitable one.

Depression and Cognitive Impairment: How to Address Differential Diagnosis?
Whereas depressive and cognitive disorders often coexist in the elderly, it is crucial to distinguish a geriatric depression
that includes cognitive deficits from a mild dementia with depressive symptoms. What needs to be determined from
a clinical point of view, in particular, is whether or not the picture observed will evolve into dementia.

Time is a first important criterion: while in the case of dementia symptoms will develop with a slow progression over
several years, depressive symptomatology onset can be dated with more precision and the progression of symptoms is more
rapid.***® Another relevant cue concerns awareness. Patients with reversible dementia complain more about their cognitive
disturbances, highlighting their failures and disability and precisely describing the pattern of their deficits; older adults with
dementia, on the contrary, usually lack insight and their description of cognitive loss is vague.®

From a neuropsychological point of view, evidence has been described about a different characterization of cognitive
profiles of patients with AD and depression that can be striking in the differential diagnosis.

First of all, patients with LLD show a prominent dysexecutive profile, with a slight impairment in global cognition.'
Conversely, a broader cognitive impairment, with significant deficits of orientation, language, praxis and memory is typical
of AD.®! Secondly, although a memory disturbance is visible in both AD and LLD, they have a different functional origin. The
episodic memory impairment of AD, due to hippocampal damage, is defined by a recall deficit that does not improve with cueing
or recognition testing, since storage processes are primarily affected.®” Depression, instead, leads to an insufficient allocation of
attentional resources and executive dysfunction that affect encoding or retrieval strategies,® without a pure storage deficit. Thus,
a differential diagnosis can be made with specific memory testing based on effective and specific encoding of information and
retrieval facilitation with cueing.® Inefficacy of cueing and a flat learning curve despite exposure is typical of AD, while an
improvement with exposure and a normal recall with retrieval cues are distinctive features of depression.>

In general, patients with depression have a suboptimal cognitive performance due to poor motivation that leads them
to give up the task more easily, not pay enough attention and use ineffective strategies, so their overall performance is
more influenced by the cognitive load of the task and the extent to which it relies on executive functions.®

In addition to all the steps that have to be gone through, and the factors that have to be taken into account for a comprehensive
assessment that includes depression among the differential hypothesis, some general guidelines are here suggested about
organizational aspects that can be implemented to improve the detection of depressive symptoms in the elderly.

First, given the predominance of somatic symptoms in late-life depression, as well as their tendency to focus more on
their physical (rather than mental) issues, it is plausible that older adults who suffer from depression do not sponta-
neously refer to a mental health professional at first, but to other figures, such as general practitioners, physicians or other
health professionals. For this reason, it would be important to improve the knowledge about late-life depression
presentation, as well as the capacity to carry out screening activities, of specialists of other disciplines. In fact, although
a formal diagnosis of depression is not part of their role, they could improve the detection of potential cases because of
their position, as it is the case of occupational and physical therapists, nurses or general practitioners.*’

Furthermore, different professional figures, as psychiatrists, geriatricians, psychologists and neuropsychologists, often
have to interface with older adults’ depressive symptoms in the presence of multimorbidity and/or cognitive deficits, and
thus answer questions concerning the differential diagnosis of depression. It is of paramount importance for each
specialist to evaluate individuals in their whole complexity. In this regard, a multidimensional assessment should always
be provided, in order to take into account all the aspects discussed above, such as risk and protective factors, medical and
psychological history, social context and recent life events. Moreover, when appropriate, specialists should choose
a multidisciplinary approach, referring patients to other professionals that can have a role in the differential diagnosis or
in identifying the most appropriate therapeutic option. When possible, it would be a valuable resource for figures with
different and complementary competences to work together.

For example, in the specific case of older adults with depressive symptoms with a subjective perception or signs of
cognitive impairment, geriatricians and neuropsychologists could manage outpatient visits and consultations in wards
together, considering the tangled characteristics of LLD discussed above. In this way, these professional figures can
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provide a first screening of cognitive functioning and the characterization of some deficits that will help in the differential
diagnosis between depression and dementia. Moreover, this synergy can help to consciously investigate the presence of
a mood disorder and, where necessary, to offer to the patient a more accurate psychological and cognitive assessment,
targeted medical investigations and therefore a tailored treatment.

In case older adults are aware of having a mood problem, they mainly refer to the psychiatrist. Notwithstanding the
crucial role and competence of psychiatrists in this context, it is still important for them to consider older adults in their
whole complexity. In this regard, they should provide a multidimensional assessment that takes into account all the
aspects previously stated (ie, risk and protective factor, medical and psychological history, social context, recent life
events...) and, when appropriate, have a multidisciplinary approach, referring patients to other professionals that can
have a role in the differential diagnosis or in identifying the most appropriate therapeutic approach.

Another professional figure that frequently has to cope with the differential diagnosis of depression are geriatricians,
since in their clinical practice they consult with patients who show signs or have a subjective perception of cognitive or
neuropsychiatric problems. Both in outpatient visits and in consultations in wards, it could be a valuable resource for the
geriatricians to be assisted by a neuropsychologist. For the characteristics of LLD discussed above, it would be beneficial
for patients if the geriatrician and the psychologist/neuropsychologist could work together in the assessment of older
adults, both for the outpatient visits and for the consultation inwards.

In this way, these professional figures can synergistically provide a first screening of cognitive functioning and the
characterization of some deficits that will help in the differential diagnosis between depression and dementia. Moreover, it can
help to consciously investigate the presence of a mood disorder and, where necessary, to offer the patient a more accurate
psychological and cognitive assessment, targeted medical investigations and therefore a tailored treatment.

In conclusion, as a general indication, it is overall important to periodically screen older adults for depression.
Furthermore, patients who already are in treatment for depression need to be periodically re-evaluated, since the
persistence of a depressive symptomatology suggests that the therapeutic approach chosen (pharmacological or not)
should be revised.

Conclusions
This review, beyond reviewing depression, its clinical main characterizations and current challenges had the goal to
propose a few guidelines born from the “every-day” clinical activity carried-out on this population. A “pocket guide” has
been produced in order to hopefully orient clinicians in their daily clinical management of depression and in sensitizing
different professionals to a comprehensive, global and multidisciplinary assessment of a complex disorder affecting
complex individuals such as the elderly are. Shortly, after a first multidimensional assessment, clinicians are provided
with clinical cues orienting their diagnostic process. Whereas the diagnosis of depression is confirmed, by also excluding
other co-occurrent/different pathologies (ie cognitive decline), a first- and second-line therapeutic approaches are
suggested, including both pharmacological and non-pharmacological options. Lastly, follow-ups and periodic clinical
assessments are strongly recommended to monitor individuals over time.

Finally, by considering not only the risk, but also the protective factors that may help people in facing depression along
late life, this review also indirectly encourages clinicians in promoting active social, cognitive and psycho-affective
lifestyles in the elderly, as crucial, modifiable factors that may significantly influence the natural course of their aging.
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