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IMPORTANCE Depression in older adults is a common psychiatric disorder affecting their
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health-related quality of life. Major depression occurs in 2% of adults aged 55 years or older,
and its prevalence rises with increasing age. In addition, 10% to 15% of older adults have
clinically significant depressive symptoms, even in the absence of major depression.
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OBSERVATIONS Depression presents with the same symptoms in older adults as it does in
younger populations. In contrast to younger patients, older adults with depression more
commonly have several concurrent medical disorders and cognitive impairment. Depression
occurring in older patients is often undetected or inadequately treated. Antidepressants are
the best-studied treatment option, but psychotherapy, exercise therapy, and
electroconvulsive therapy may also be effective. Psychotherapy is recommended for patients
with mild to moderate severity depression. Many older patients need the same doses of
antidepressant medication that are used for younger adult patients. Although
antidepressants may effectively treat depression in older adults, they tend to pose greater
risk for adverse events because of multiple medical comorbidities and drug-drug interactions
in case of polypharmacy. High-quality evidence does not support the use of pharmacologic
treatment of depression in patients with dementia. Polypharmacy in older patients can be
minimized by using the Screening Tool of Older Persons Prescriptions and Screening Tool to
Alert doctors to Right Treatment (STOPP/START) criteria, a valid and reliable screening tool
that enables physicians to avoid potentially inappropriate medications, undertreatment, or
errors of omissions in older people. Antidepressants can be gradually tapered over a period of
several weeks, but discontinuation of antidepressants may be associated with relapse or
recurrence of depression, so the patient should be closely observed.
CONCLUSIONS AND RELEVANCE Major depression in older adults is common and can be
effectively treated with antidepressants and electroconvulsive therapy. Psychological
therapies and exercise may also be effective for mild-moderate depression, for patients who
prefer nonpharmacological treatment, or for patients who are too frail for drug treatments.
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Comorbidity Survey Replication,4 its prevalence increases substantially among patients older than 85 years, in hospitals, and in nursing homes.5-7 Factors associated with late-life depression include
female sex, chronic somatic illness, cognitive impairment, functional impairment, lack of close social contacts, personality traits,
stressful life-events, and a history of depression.8,9
Treating depression in older patients is approached in the same
way as it is for younger patients. The mainstay treatments are antidepressants and depression-specific psychotherapies such as cognitive therapy and interpersonal therapy. Establishing a diagnosis of
depression in older patients can be more difficult than for younger
patients because of physical comorbidities and cognitive dysfunction. The intent of this review is to provide guidance for how to manage depression in frail older patients who take several medications.
This review emphasizes the use of both medical and evidencebased psychotherapy for treating depression in older adults.
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ate-life depression is a common psychiatric disorder that diminishes older people’s quality of life.1 Nearly 14% of people
older than 55 years have depression including 2% with major depression.2 The Diagnostic and Statistical Manual for Mental Disorders (Fifth Edition) (DSM-5) criteria for establishing a diagnosis of
a major depressive episode is presented in the Box.3 For major depression, at least 5 symptoms should be present nearly every day
during the same 2-week period. For minor depression or depressive episode with insufficient symptoms according to the DSM-5, at
least 2 symptoms should be present including depressed affect, for
at least 2 weeks. Based on the number of criterion symptoms (Box),
the severity of these symptoms, and the degree of functional disability, the DSM-5 specifies mild, moderate, or severe depression.
Although major depression is less prevalent than in younger individuals, for whom 12-month prevalence estimates for major depression was 6.6% (95% CI, 5.9%-7.3%) based on the National
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Box. Diagnostic Criteria for Major Depressive Episode
According to DSM-5 Criteriaa
Five (or more) of the following symptoms should be present nearly
every day during the same 2-week period:
Depressed mood
Markedly diminished interest or pleasure in (almost) all activities
Significant weight loss or decrease or increase in appetite
Insomnia or hypersomnia
Psychomotor agitation or retardation
Fatigue or loss of energy
Feelings of worthlessness or excessive or inappropriate guilt
Diminished ability to think or concentrate or indecisiveness
Recurrent thoughts of death, suicidal ideation, or a suicide
attempt or a specific plan for committing suicide.
a

The symptoms represent a change from previous functioning and cause
clinically significant distress or impairment in social, occupational,
or other important areas of functioning. At least one of the symptoms is
either (1) depressed mood or (2) loss of interest or pleasure. This list is
adapted from the Diagnostic and Statistical Manual of Mental Disorders
(Fifth Edition) (DSM-5).3

Methods
Literature Search
The PubMed database was searched for articles in peer-reviewed
journals from inception through January 2017 using MeSH terms:
depressive disorder and aged and review or meta-analysis. In addition, we searched the Cochrane Library database for depression in
older people, also using different terms (for example: depression,
depressed, depressive disorder, depressive illness). The PubMed
search identified 1603 unique articles. The titles and abstracts were
examined for relevance, and relevant articles were also screened for
references. In addition, we searched the internet for guidelines on
the treatment of depression in older people.
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topic to discuss, but talking openly about it is beneficial. Patients
can respond if asked if they have thoughts of death, wish to be dead,
or even have a specific suicide plan. In addition, the duration and
severity of the depressive symptoms, associated social and functional impairment, history of depressive and manic episodes, alcohol or other substance abuse, and the presence of cognitive dysfunction and psychotic symptoms should be assessed. Because some
older adults underreport depressive symptoms, which in part may
be due to memory problems, an interview with a caregiver may be
necessary as an adjunct to diagnose depression.11 Screening for depression or assessing its severity is possible with rating scales, such
as the Geriatric Depression Scale (GDS) or the Patient Health Questionnaire 9 (PHQ-9).12-14 Both scales are examples of self-rating scales
in response to which patients have to rate the presence or frequency of a range of depression symptoms. In addition, ratings scales
are helpful for monitoring the effectiveness of ongoing treatments
and ensuring that the ultimate treatment goal of remission is
achieved. (Supplement 1). In older adults, all the medications a patient is taking should be carefully reviewed because medications prescribed for somatic illnesses can induce or worsen depressive symptoms or depression itself.15 There is no consensus on which laboratory
tests should be obtained when evaluating depression in older patients. In general blood counts, glucose level, thyroid-stimulating hormone), and serum levels of vitamin B12 and folate are advisable.16
Cognitive assessment should always be part of routine evaluation of older adults because depression in this age group is often associated with cognitive impairment. The Mini-Mental State Examination is the most widely used screening test for cognitive
dysfunction.17 For patients with complex comorbidities, multimorbidity, frailty, or polypharmacy, a comprehensive geriatric assessment should be performed. A comprehensive geriatric assessment is
a systematic evaluation of frail, older persons by a team of health professionals that evaluates multiple issues, including cognition, mood,
functional capacity, fall risk, polypharmacy, nutrition, and social support. Comprehensive geriatric assessments are intended to develop
a coordinated and integrated plan for treatment and long-term followup. These assessments are effective in improving survival and function in older persons and can also reduce polypharmacy.18,19

Assessment and Diagnosis
Generally, depression presents with similar symptoms in both older
and younger patients.10 Although there may be minor differences
in presentation, the DSM-5 criteria for establishing a diagnosis of depression is the same for older and younger patients. When seen in
primary care, a depressed older patient’s chief complaint may not
be that of having a depressed mood, rather he/she may present with
physical complaints such as fatigue; weight loss; pain; multiple unexplained medical symptoms; memory complaints; social withdrawal; the refusal to eat, drink, and use medication; problems with
self-care; and new or increasing use of tranquilizing medication or
alcohol. Patients may not associate these symptoms with depression but clinicians must have a high index of suspicion that depression is the underlying cause for these complaints of older patients.3

Evaluation of the Patient With Suspected Depression
When depression is suspected, all 9 symptoms of major depression
should be assessed (Box), including suicidality. Suicide is not an easy
jama.com

Pharmacological Treatment
General Considerations
Late-life depression is often inadequately treated, with a majority
of patients receiving no treatment at all, receiving lower than recommended doses of antidepressants, or being treated for too brief
a period.20,21 A systematic review and meta-analysis22 that included 12 observational studies and involved older patients with
depression—only 4% to 37% of whom had received at least some
treatment—either living in the community or being treated in primary care, found that after a 2-year follow-up, 33% were well, 33%
were depressed, and 21% had died. This means that without treatment, prognosis for depression in older patients is poor. Direct comparisons of different treatments for depression between the older
and younger adults have not been published. Comparison with
middle-aged patients found little difference in remission rates,
but relapse rates appear to be higher among older adults. 23
These observations were mostly made in observational studies.
(Reprinted) JAMA May 23/30, 2017 Volume 317, Number 20
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In these retrospective studies, older adults who were inadequately
treated for depression appear to have a worse prognosis than their
younger counterparts.
Depression may exacerbate the clinical manifestations of comorbid medical conditions such as diabetes or hypertension and is
a risk factor for poor outcomes of these conditions.15 Recent life
events, coping with functional impairment, or having a lack of
social contacts are examples of psychosocial factors that are frequent contributors to depression among older adults and should
be addressed as part of treatment planning.15 The complexity of
these many conditions is best managed by a multidisciplinary team
of clinicians including mental health consultation and intervention
combined with primary care management or community-based
outreach and monitoring of care.15,24 Older individuals may not be
adequately adherent to recommended treatments because of their
cognitive status, medical comorbidities, and problems related to
the complexity of polypharmacy.25 Family member involvement
in the care of older patients can facilitate treatment adherence and
may lead to improving depression.24

Antidepressants vs Placebo
In general, studies have shown that antidepressants are better than
placebo for treating depression (Table 1).26-36 The response or remission rates in older adults are similar to those of younger adults.
In a large meta-analysis that included 51 randomized clinical trials
(RCTs) involving patients 55 years or older, 1262 out of 2628 patients achieved a response (response rate, 48%; 95% CI, 46.1%49.9%), very similar to response rates of the 53.8% and 50.1% (range,
31.6%-70.4%) found in younger adult patients who were a mean age
of 42.6 years.33,37,38 The number needed to treat (NNT) for a response to antidepressants compared with placebo was 6.7 (95% CI,
4.8-10) for older adults, which was also comparable with that of
younger cohorts that had an NNT of 6.1.33,38
Antidepressants are beneficial for older patients with depression, but the effects are modest. In one meta-analysis including
15 RCTs and 4756 patients older than 55 years, antidepressants were
not found to be effective in the subgroup of patients older than
65 years.32 Another meta-regression of RCTs including 34 RCTs
and 3690 patients 60 years or older, found that with increasing age,
antidepressant efficacy decreased.34 Antidepressants may be less
effective in older patients because they have a greater burden of somatic disorders such as cardiovascular diseases, ischemic brain
changes (manifested as white matter hyperintensities in magnetic
resonance imaging) and because their physicians have a tendency
to prescribe suboptimal doses of antidepressants.20,21,32

Indications for Antidepressants
Indications for antidepressant treatment in older adults are the
same as they are for younger adults.39 Antidepressant medications
should not routinely be used for the treatment of persistent depressive symptoms that do not fulfill criteria for a mood disorder or
for mild depression. Antidepressant medications are indicated for
the treatment of more severe depression (eg, PHQ-9 score, ⱖ10).
Mild to moderate depression in older patients may better be
treated with psychotherapy, which may even be effective in more
severe depression.40
Older patients usually have a greater burden of medical illnesses than younger adults. Their management may be compli2116

cated by contraindications for antidepressants; for example, recent myocardial infarction, glaucoma, or hepatic or renal impairment.
The presence of medical comorbid conditions may lead to inadequate antidepressant treatment response and poor tolerability of
the medications.23 The treatment of multiple diseases with many
medications results in a greater risk of drug-drug interactions and
adverse effects.
The most important classes of antidepressants are the selective
serotonin reuptake inhibitors (SSRIs), serotonin–norepinephrine
reuptake inhibitors, tricyclic antidepressants, and monoamine oxidaseinhibitors.Asummaryofanexampleoftheagentsintheseclasses
is presented in Table 2. Selective serotonin reuptake inhibitors are the
most prescribed class of antidepressants and are advised as first-line
treatment for older and younger adult patients.16,41 Selective serotonin reuptake inhibitors have almost completely replaced the tricyclic
antidepressants as first-line agents for treating depression because
they are equally effective for treating depression, have fewer adverse cardiac effects, typically require a 1- to 2-dose escalation steps
to achieve the defined daily dose, are more tolerable, have minimal
anticholinergic effects, and have a low likelihood of resulting in
a fatal overdose. Selective serotonin reuptake inhibitors have more
interactions with other medications, which may be important for older
patients with polypharmacy. Selective serotonin reuptake inhibitors
may be associated with falls and osteoporosis. The majority of older
adults need the same dose as younger adults, with only very old patients or patients with physical comorbidity needing dosages lower
than the defined daily dose.
The discontinuation rate of antidepressants because of severe
adverse events, such as sexual or cardiac dysfunction, is no different between younger and older adults, suggesting that these events
occur at the same rate in younger and older patients.32 However, data
are limited about medication discontinuation in older patients compared with younger adults within the same study.

Antidepressant Mechanisms of Action
How antidepressants work remains controversial. The monoamine
hypothesis states that depression is due to an imbalance or deficiency of the monoamine neurotransmitters serotonin, norepinephrine, and dopamine.42 Almost all antidepressant medications base
their efficacy on this hypothesis. Pharmacologically, they do this by
inhibiting serotonin and norepinephrine reuptake. It is not known
if reuptake inhibition is responsible for the efficacy of antidepressants or is just a secondary phenomenon with no causal relation with
efficacy. Alternative explanations of mechanism of action include the
glutamate, neurogenic, epigenetic, and cortisol hypersecretion.43-45
There is also an inflammatory hypothesis stating that inflammatory cytokines in the brain may play an important role in depression and that antidepressants’ efficacy may be related to their specific anti-inflammatory effects.46

Treatment-Resistant Depression
Remission is achieved in about one-third of all older patients who
are treated with an antidepressant.33 This means that two-thirds of
these patients need additional treatment. Many treatment options
are available, including titrating the antidepressant to full adult doses
and switching to another class of antidepressants.24 Nonpharmacological treatments (discussed below) should also be considered
and can be combined with antidepressants. There is little evidence
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In this patient-level meta-analysis, only drug-placebo differences in response rates
was robust (NNT, 4) in patients with an illness duration of >10 y and an HDRS score ≥21;
age was not associated with response

A lower response rate in men, older age, and with a longer duration of the current episode
(P<.001)
A higher response rate in patients with a higher baseline severity and their first episode of illness
(P<.001)

All 3 classes of antidepressant were more effective than placebo to achieve a response
All antidepressants pooled together were more effective in achieving remission, but the 3 different
classes of antidepressant were not more effective than placebo
No differences were found in remission or response rates between classes of antidepressants
Response rate, 48.0% for antidepressant vs 38.6% for placebo
Remission rate, 33.7% for antidepressant vs 27.2% for placebo

Response rates for antidepressants vs placebo
Higher for ≥55 y: RR, 1.304 (95% CI, 1.150-1.479)
No difference: 65 or 75 y, RR, 1.128 (95% C, 0.929-1.369)
The RR of discontinuing antidepressants vs placebo due to adverse effects is no different
(95% CI, 0.041 to 0.092; P = .29) when comparing younger adult with late-life major depression

No classes used

TCA, SSRI, other

Response rates, 46% (95%, CI, 38%-54%) in placebo-controlled trials
vs 60% (95% CI, 53%-67%) in comparator trials

Antidepressants vs placebo
OR for response, 1.40 (95% CI, 1.24-1.57), OR for remission, 1.27 (95% CI: 1.12 to 1.44)
Mean pooled response rates for antidepressants was 44.7%, for placebo, 34.7%

No differences in efficacy between classes of antidepressants
TCAs vs SSRIs had > withdrawal rates
RR, 1.23 (95% CI, 1.05-1.43) for any reason: RR, 1.36 (95% CI; 1.09-1.70) for adverse events
TCAs vs MAOIs had > withdrawal rates: RR, 2.27 (95% CI, 0.44-11.81) for adverse events

71.5% Of trials reported greater efficacy with drug than placebo. NNT for response for HDRS
was 5 (95% CI, 3-9) for TCA; 8 (95% CI, 5-11) for SSRIs, 8 (95% CI, 5-11) for all antidepressants

Treatment vs placebo
Not recovering with TCAs: OR, 0.32 (95% CI, 0.21-0.47); NNT, 3.97 (95% CI, 3.88-4.05)
SSRIs: OR, 0.51 (95% CI, 0.36-0.72); NNT, 8.45 (95% CI, 8.38-8.53)
MAOIs: OR, 0.17 (95% CI, 0.07-0.39); NNT, 3.14, (95% CI, 2.99-3.29)

No differences in response rates between 4 antidepressant classes (RR: TCA, 63.1%;
SSRI, 57.7%; atypical drug, 33.4%; MAOI, not available), except SSRIs (RR, 57.7%)
had a higher response rate than atypical antidepressants (RR, 33.4%)
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Abbreviations: HDRS, Hamilton Depression Rating Scale; NNT, number needed to treat; OR, odds ratio; RCT, randomized clinical trial; RR, response rate; SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin
reuptake inhibitor; TCA, tricyclic antidepressant.
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Table 1. Selection of Meta-analyses of Antidepressant Treatment Studies in Older Patients With Depression
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Table 2. Classes of Antidepressants
Class

Common Adverse Effects

Specific Recommendations

For all SSRIs: nausea, vomiting, dyspepsia,
diarrhea, headache, sexual dysfunction

In general: no dose reduction in the
older (compared to younger adults).
In many guidelines first line of
treatment, even in frail older.

(Des-)venlafaxine

Nausea, dizziness, dry mouth, headache

Duloxetine

Nausea, dry mouth, sleepiness, headache

In general: no dose reduction for
older patients (compared with
younger adults)

SSRI
(Es-)citalopram
Paroxetine
Sertraline
SNRI

TCA
For all TCAs: sedation, dry mouth,
constipation, postural hypotension,
tachycardia/arrhythmia

In general: start at lower dose, then
increase dose (sometimes at adult
levels) and check blood levels to
achieve therapeutic exposure

Phenelzine

Postural hypotension, sleep disturbances

Moclobemide

Sleep disturbances, dizziness, headache,
nausea

In general: limited evidence base in
the older
Dietary restriction may limit the use
of phenelzine and tranylcypromine

Tranylcypromine

Postural hypotension, sleep disturbances

Amitriptyline
Desimipramine
Nortriptyline
MAOI

Other
Agomelatine

Anxiety, headache, dizziness, sleepiness

Bupropion

Sleepiness, headache, dizziness, tremor

Mirtazapine

Increased appetite, weight gain,
somnolence

Vortioxetine

Nausea, loss of appetite, abnormal
dreaming

to support the use of combinations of different antidepressants for
treatment-resistant depression. Lithium augmentation is the only
treatment that has good evidence for effectively treating older patients, with an overall response rate of 42% (95% CI, 21%-65%). Most
studies define a decrease of 50% or more on a depression rating
scale as a response.47 A recent high-quality RCT that included 181
patients with a mean age of 66 years found that adding an atypical
antipsychotic (aripiprazole) to an antidepressant (venlafaxine) resulted in 44% remission rate compared with 29% with the addition of placebo in patients resistant to treatment (NNT, 6.6; 95% CI,
3.5-81.8).48 Electroconvulsive therapy is highly effective for patients not responding to other treatments and for other patient
categories discussed below.16,24,41

Depression Treatment in Frail Geriatric Patients
and Those With Comorbid Conditions
Frailty is a clinical state in which there is an increased vulnerability
for developing increased dependency or increased risk of mortality
when exposed to a stressor.49,50 Frailty may be mistaken for major
depression, resulting in patients being prescribed antidepressants
inappropriately.51 There is substantial overlap of both syndromes,
and it is uncertain whether frailty is a comorbidity, cause, or consequence of depression.52 A 4-year prospective study found that frailty
predicted the onset of depression among participants who did not
have depressive symptoms at baseline.53 Adverse events or interactions of antidepressants with other medical treatments may be
particularly severe in frail patients.54 Exercise and protein-calorie and
vitamin D supplementation may be beneficial for frail patients, but
it is not known if these interventions benefit frail patients who also
have depression.50
2118

In general: no dose reduction in the
older (compared with younger adults)

Most RCTs exclude older patients who have serious or unstable
medical comorbidities, resulting in limited evidence to guide treatment for these patient groups. Nevertheless, antidepressant
treatments can be effective for older patients with depression and
concomitant, severe comorbid diseases.55 Even patients in nursing
homes may have a modest response to antidepressant medications.56
Depression in older patients is often complicated by cognitive impairment, but when cognitive impairment results from depression, it can
be partially or completely improved with depression treatment.
Depression may be a risk factor for, a consequence of, or a concomitant comorbidity for dementia as well as an early sign of dementia
preceding cognitive decline.57 Antidepressants may not be effective
when dementia is present.58,59 Patients having both dementia
and depression should have their symptoms monitored and not be
given antidepressants as first treatment. They may benefit from psychosocial interventions such as behavioral therapy, music therapy,
or caregiver education.60

Antidepressant Maintenance Treatment
Once remission is achieved, it is not known how long antidepressant therapy should continue, for there are only a few studies that
investigated this clinical problem. A recent meta-analysis of 8
RCTs61-63 found that the risk of relapse or recurrence of depression
among 925 patients was reduced by 28% (95% CI, 21%-36%) when
interpersonal therapy, antidepressants, or the combination of these
was compared with placebo. Therapy for these studies ranged from
6 to 36 months after remission. Antidepressants resulted in a NNT
to avoid relapse of 3.6 (95% CI, 2.8-4.8) if antidepressant therapy
was continued following remission. The efficacy and tolerability of
long-term treatment with tricyclic antidepressants and SSRIs were
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Figure. Suggested Algorithm for the Management of Antidepressant Maintenance Therapy
Patient receiving antidepressant medication

Yes

Remission for 1 year?

No

No. of depression episodes?

First episode
Consider gradual tapering
of antidepressant therapy

Second episode
Consider continuing
antidepressant therapy
for 1 more year

Third episode
Consider continuing
antidepressant therapy
≥2 more years and
perhaps indefinitely

the same. A US Food and Drug Administration review of 15 antidepressant maintenance trials confirmed that these treatment results were similar to the treatment results among younger adults
(mean age, 44 years).54 Relapse rates when antidepressants were
continued were 18.4% (95% CI, 13.2%-23.7%) vs 36.2% (95% CI,
30.2%-42.1%) when they were discontinued. Another review antidepressant maintenance therapy among older adults included antidepressants (6 RCTs) and psychological therapies (2 RCTs) and
demonstrated less favorable results in 803 participants.64 When antidepressant maintenance therapy was compared with placebo, no
significant difference was found in recurrence rates at 6, 24, and 36
months. The only statistically significant effect of antidepressants
was found at 12 months (3 RCTs, relative risk of recurrence, 0.67; 95%
CI, 0.55-0.82). The lack of effect of antidepressants in this study may
be explained by inadequate sample size for subgroup analyses.
Based on the available data, it is not possible to make definite
recommendation about when to stop maintenance treatment. Expert consensus guidelines recommend that discontinuation of antidepressants be considered a year after remission is achieved in depressed, older patients who have had a single episode of depression.
Patients who have had 2 episodes of depression should probably
continue antidepressant therapy for 2 years. If the patient has had
3 or more episodes of depression, he/she should have at least 3 years
of antidepressant therapy or could possibly receive it indefinitely
(Figure).41 Other factors influencing the decision to continue antidepressant therapy include patient preferences, severity of the last
episode, number of treatments needed to achieve remission, number of years between episodes of depression, number and severity
of adverse effects from the medication, and presence of risk factors for depression such as chronicity, disability related to medical
multimorbidity, and lack of social support.

Other Treatments
Depression-specific psychotherapy is recommended as an initial
treatment choice for patients with mild to moderate depression.15
The overall effect size of psychotherapy (such as problem solving
therapy, cognitive behavioral therapy, and interpersonal psychotherapy) among older patients, compared with control groups, is
0.64 (Hedges g, 95% CI, 0.47-0.80) with a NNT of 3.40,65,66 Psychotherapy is comparable with the effectiveness of antidepresjama.com

Consider continuation
of antidepressant therapy

sants. Cognitive behavioral therapy is the best studied psychotherapeutic intervention. A number of meta-analyses found large pooled
effect sizes, ranging from 0.70 to 1.34, in favor of cognitive behavioral therapy over controls.67,68 However, it is not clear whether very
old patients (>75 years) or frail older patients were included in these
studies. Thus, the influence of physical diseases, frailty, and cognitive impairment on the efficacy or feasibility of psychotherapy has
not been assessed in high-quality studies. However, especially for
these patients, tolerance of antidepressants may be poor, so psychotherapy may be an effective alternative.
Electroconvulsive therapy is the most effective treatment for
older patients with major depression, with efficacy ranging from 60%
to 80%.16,24,69 Electroconvulsive therapy is also indicated for patients with severe or psychotic depression and patients with severe malnutrition or a medical condition that worsens because they
have refused to take their medication.16,24,70
Exercise offers a modest benefit compared with active usual care
or nonactive control interventions including equal contact, attentional control, or being on a waiting list as long as the RCT lasts before receiving treatment.71,72 Although high-quality clinical studies
investigating the effect of exercise for treating depression among
older patients are lacking, these systematic reviews of the available RCTs suggest that exercise may benefit older patients, including very old patients, if they are willing to participate actively in an
exercise program.

Polypharmacy or Stopping Antidepressants
The Screening Tool of Older Persons Prescriptions and Screening Tool
to Alert clinicians to Right Treatment (STOPP/START) criteria is a valid
and reliable screening tool that enables physicians to avoid potentially inappropriate medications, undertreatment, or errors of prescribing omission.73-75 For example, because tricyclic antidepressants are more likely to cause an adverse reaction than are SSRIs or
serotonin–norepinephrine reuptake inhibitors, their initiation as a
first-line treatment is not considered appropriate. Use of the STOPP/
START criteria may help prevent polypharmacy, usually defined as
using 5 or more medications. Polypharmacy is associated with falls,
adverse drug events, hospitalization, mortality, functional limitations and cognitive dysfunction.76 Implementing the START/ STOPP
criteria among, for example, patients in nursing homes, who often
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use more than 10 different medications, reduced the number of
medications, falls, and costs of care.77
Particular attention should be given to the start of antidepressant medications when polypharmacy is present.
Medications that are associated with depression as a potential
adverse effect, include corticosteroids, angiotensin-converting enzyme inhibitors, and lipid-lowering drugs, although the data on many
drugs are contradictory.78 If possible, these drugs should be stopped
in a patient with depression. Many patients with depression are prescribed benzodiazepines, often because the depression diagnoses
is missed and benzodiazepines are used to treat the insomnia or anxiety that are prevalent symptoms of a depression. Benzodiazepines
are not effective in the treatment of depression and are associated
with falls, sedation, and cognitive impairment.79 According to a metaanalyses including 10 studies involving younger adults, stopping benzodiazepines resulted in a mean improvement of cognitive function after 3 months with an effect size of 0.41 (SD, 0.22).80
It is not known how to best stop use of antidepressant medications. Discontinuation symptoms may occur when stopping or reducing the dose of antidepressant medications. This results in a variety of physical and emotional symptoms such as a flu-like syndrome,
insomnia, nausea, imbalance, sensory disturbances, and hyperarousal. Because the symptoms of antidepressant discontinuation
include changes in mood, sleep, and appetite, they are sometimes
mistaken for signs of a relapse into depression. Discontinuation
symptoms are usually mild and self-limited, typically last about a
week, but can be severe, particularly if the drug is stopped abruptly.81
A gradual reduction of antidepressant medication dose over a 4-week
period is advised, although some patients may require a longer time
to discontinue these medications. This is particularly true for drugs
such as paroxetine and venlafaxine because of their short half-life.15,81
After antidepressant medications are discontinued, patients should
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be monitored for several months and have the medications started
again if depression symptoms recur.15
A systematic review of medication withdrawal in older patients identified only 1 double-blind RCT and 1 open-label RCT of antidepressant (SSRIs) withdrawal.82 Both studies involved patients
with dementia in nursing homes, limiting the generalizability of the
results for patients who do not have dementia. However, in both
studies, withdrawal was not associated with major withdrawal syndromes and was successful in most cases.83,84 Predictors of success were low to moderate depression severity prior to the withdrawal, early or no dementia, and age of 85 years or younger.84

Conclusions
There is a large robust evidence base to support various treatments for depression in older adults. Treatment outcomes for older
patients are generally similar to those observed for younger populations. This may not be true, however, for frail, very old patients with
multiple medical comorbidities. Psychotherapy or exercise therapy
may help treat depression in frail patients but the evidence for this
is limited. Antidepressant medications can be very useful for treating depression in older patients but once these patients have responded, it is not clear how long older patients should continue taking these medications. In general, pharmacotherapy should be
maintained at least 2 years for patients with a lifetime history of depression to avoid the risk of recurrence and chronicity. Older patients tend to have polypharmacy, complicating antidepressant
therapy both because of the potential for drug-drug interactions and
because the addition of another drug increases the complexity of
pharmacy management in patients who may have limited cognitive abilities.

Institute (CTSI), and the American Foundation for
Suicide Prevention; and serving on the American
Association for Geriatric Psychiatry editorial review
board. He reported that he has received an
honorarium as a speaker from MedScape/WEB MD
and that he is the coinventor (licensed intellectual
property) of Psychometric analysis of the
Pittsburgh Sleep Quality Index (PSQI)
PRO10050447 (PI: Buysse). He reports that he is
supported by grants P60 MD000207; P30
MH090333; UL1RR024153, and UL1TR000005
from the National Institutes of Health and grants
from the UPMC Endowment in Geriatric Psychiatry.
No other disclosures were reported.

3. American Psychiatric Association. Diagnostic and
Statistical Manual of Mental Disorders. 5th ed.
Washington, DC: American Psychiatric Association;
2013.

Submissions: We encourage authors to submit
papers for consideration as a Review. Please
contact Edward Livingston, MD, at Edward
.livingston@jamanetwork.org or Mary McGrae
McDermott, MD, at mdm608@northwestern.edu.

6. Seitz D, Purandare N, Conn D. Prevalence of
psychiatric disorders among older adults in
long-term care homes: a systematic review. Int
Psychogeriatr. 2010;22(7):1025-1039.

REFERENCES
1. Noël PH, Williams JW Jr, Unützer J, et al.
Depression and comorbid illness in elderly primary
care patients: impact on multiple domains of health
status and well-being. Ann Fam Med. 2004;2(6):
555-562.
2. Beekman AT, Copeland JR, Prince MJ. Review of
community prevalence of depression in later life.
Br J Psychiatry. 1999;174:307-311.

4. Kessler RC, Birnbaum H, Bromet E, Hwang I,
Sampson N, Shahly V. Age differences in major
depression: results from the National Comorbidity
Survey Replication (NCS-R). Psychol Med. 2010;40
(2):225-237.
5. Helvik AS, Skancke RH, Selbaek G. Screening for
depression in elderly medical inpatients from rural
area of Norway: prevalence and associated factors.
Int J Geriatr Psychiatry. 2010;25(2):150-159.

7. Luppa M, Sikorski C, Luck T, et al. Age- and
gender-specific prevalence of depression in
latest-life—systematic review and meta-analysis.
J Affect Disord. 2012;136(3):212-221.
8. Vink D, Aartsen MJ, Schoevers RA. Risk factors
for anxiety and depression in the older: a review.
J Affect Disord. 2008;106(1-2):29-44.
9. Djernes JK. Prevalence and predictors of
depression in populations of elderly: a review. Acta
Psychiatr Scand. 2006;113(5):372-387.

JAMA May 23/30, 2017 Volume 317, Number 20 (Reprinted)

© 2017 American Medical Association. All rights reserved.

Downloaded From: http://jamanetwork.com/ by Kevin Rosteing on 06/30/2017

jama.com

The Management of Depression in Older Adults

10. Hegeman JM, Kok RM, van der Mast RC,
Giltay EJ. Phenomenology of depression in older
compared with younger adults: meta-analysis. Br J
Psychiatry. 2012;200(4):275-281.
11. Davison TE, McCabe MP, Mellor D.
An examination of the “gold standard” diagnosis
of major depression in aged-care settings. Am J
Geriatr Psychiatry. 2009;17(5):359-367.
12. Kroenke K, Spitzer RL, Williams JB. The PHQ-9:
validity of a brief depression severity measure.
J Gen Intern Med. 2001;16(9):606-613.
13. Mitchell AJ, Bird V, Rizzo M, Meader N. Which
version of the Geriatric Depression Scale is most
useful in medical settings and nursing homes?
diagnostic validity meta-analysis. Am J Geriatr
Psychiatry. 2010;18(12):1066-1077.
14. Pocklington C, Gilbody S, Manea L, McMillan D.
The diagnostic accuracy of brief versions of the
Geriatric Depression Scale: a systematic review and
meta-analysis. Int J Geriatr Psychiatry. 2016;31(8):
837-857.
15. American Psychiatric Association. Practice
Guideline for the Treatment of Patients With Major
Depressive Disorder. 3rd ed. Arlington, VA: American
Psychiatric Association; 2010.
16. Taylor WD. Clinical practice: depression in the
elderly. N Engl J Med. 2014;371(13):1228-1236.
17. Mitchell AJ. A meta-analysis of the accuracy of
the Mini-Mental State Examination in the detection
of dementia and mild cognitive impairment.
J Psychiatr Res. 2009;43(4):411-431.
18. Stuck AE, Siu AL, Wieland GD, Adams J,
Rubenstein LZ. Comprehensive geriatric
assessment: a meta-analysis of controlled trials.
Lancet. 1993;342(8878):1032-1036.
19. Sergi G, De Rui M, Sarti S, Manzato E.
Polypharmacy in the elderly: can comprehensive
geriatric assessment reduce inappropriate
medication use? Drugs Aging. 2011;28(7):509-518.
20. Wang PS, Schneeweiss S, Brookhart MA, et al.
Suboptimal antidepressant use in the older. J Clin
Psychopharmacol. 2005;25(2):118-126.

Review Clinical Review & Education

28. Taylor WD, Doraiswamy PM. A systematic
review of antidepressant placebo-controlled trials
for geriatric depression: limitations of current data
and directions for the future.
Neuropsychopharmacology. 2004;29(12):2285-2299.

43. Maes M, Yirmyia R, Noraberg J, et al.
The inflammatory & neurodegenerative (I&ND)
hypothesis of depression: leads for future research
and new drug developments in depression. Metab
Brain Dis. 2009;24(1):27-53.

29. Mottram P, Wilson K, Strobl J. Antidepressants
for depressed elderly. Cochrane Database Syst Rev.
2006;CD003491.

44. Sanacora G, Treccani G, Popoli M. Towards a
glutamate hypothesis of depression: an emerging
frontier of neuropsychopharmacology for mood
disorders. Neuropharmacology. 2012;62(1):63-77.

30. Nelson JC, Delucchi K, Schneider LS. Efficacy of
second generation antidepressants in late-life
depression: a meta-analysis of the evidence. Am J
Geriatr Psychiatry. 2008;16(7):558-567.
31. Sneed JR, Rutherford BR, Rindskopf D, et al.
Design makes a difference; a meta-analysis of
antidepressant response rates in placebocontrolled versus comparator trails in late-life
depression. Am J Geriatr Psychiatry. 2008;16:65-73.
32. Tedeschini E, Levkovitz Y, Iovieno N, Ameral
VE, Nelson JC, Papakostas GI. Efficacy of
antidepressants for late-life depression:
a meta-analysis and meta-regression of
placebo-controlled randomized trials. J Clin
Psychiatry. 2011;72(12):1660-1668.
33. Kok RM, Nolen WA, Heeren TJ. Efficacy of
treatment in older depressed patients: a systematic
review and meta-analysis of double-blind
randomized controlled trials with antidepressants.
J Affect Disord. 2012;141(2-3):103-115.
34. Calati R, Salvina Signorelli M, Balestri M, et al.
Antidepressants in elderly: metaregression of
double-blind, randomized clinical trials. J Affect
Disord. 2013;147(1-3):1-8.
35. Nelson JC, Delucchi KL, Schneider LS.
Moderators of outcome in late-life depression:
a patient-level meta-analysis. Am J Psychiatry.
2013;170(6):651-659.
36. Thorlund K, Druyts E, Wu P, Balijepalli C,
Keohane D, Mills E. Comparative efficacy and safety
of selective serotonin reuptake inhibitors and
serotonin-norepinephrine reuptake inhibitors in
older adults: a network meta-analysis. J Am Geriatr
Soc. 2015;63(5):1002-1009.

21. Barry LC, Abou JJ, Simen AA, Gill TM.
Under-treatment of depression in older persons.
J Affect Disord. 2012;136(3):789-796.

37. Walsh BT, Seidman SN, Sysko R, Gould M.
Placebo response in studies of major depression:
variable, substantial, and growing. JAMA. 2002;287
(14):1840-1847.

22. Cole MG, Bellavance F, Mansour A. Prognosis
of depression in elderly community and primary
care populations: a systematic review and
meta-analysis. Am J Psychiatry. 1999;156(8):
1182-1189.

38. Papakostas GI, Fava M. Does the probability of
receiving placebo influence clinical trial outcome?
a meta-regression of double-blind, randomized
clinical trials in MDD. Eur Neuropsychopharmacol.
2009;19(1):34-40.

23. Mitchell AJ, Subramaniam H. Prognosis of
depression in old age compared to middle age:
a systematic review of comparative studies. Am J
Psychiatry. 2005;162(9):1588-1601.

39. Kok RM. What is the role of medications in late
life depression? Psychiatr Clin North Am. 2013;36
(4):597-605.

24. Unützer J, Park M. Older adults with severe,
treatment-resistant depression. JAMA. 2012;308
(9):909-918.
25. Zivin K, Kales HC. Adherence to depression
treatment in older adults: a narrative review. Drugs
Aging. 2008;25(7):559-571.
26. Mittmann N, Herrmann N, Einarson TR, et al.
The efficacy, safety and tolerability of
antidepressants in late life depression:
a meta-analysis. J Affect Disord. 1997;46(3):191-217.
27. Wilson K, Mottram P, Sivanranthan A,
Nightingale A. Antidepressant versus placebo for
depressed elderly. Cochrane Database Syst Rev.
2001;(2):CD000561.

40. Pinquart M, Duberstein PR, Lyness JM.
Treatments for later-life depressive conditions:
a meta-analytic comparison of pharmacotherapy
and psychotherapy. Am J Psychiatry. 2006;163(9):
1493-1501.
41. Alexopoulos GS, Katz IR, Reynolds CF, 3rd,
Carpenter D, Docherty JP. The Expert Consensus
Guideline Series. Pharmacotherapy of depressive
disorders in older patients. Postgrad Med. October
2001;(spec No pharmacotherapy):1-86.
42. Brunton LLCB, Knollmann BC. Goodman and
Gilman’s the Pharmacological Basis of Therapeutics.
New York, NY: McGraw Hill; 2011.

jama.com

45. Menke A, Klengel T, Binder EB. Epigenetics,
depression and antidepressant treatment. Curr
Pharm Des. 2012;18(36):5879-5889.
46. Vialou V, Feng J, Robison AJ, Nestler EJ.
Epigenetic mechanisms of depression and
antidepressant action. Annu Rev Pharmacol Toxicol.
2013;53:59-87.
47. Cooper C, Katona C, Lyketsos K, et al. A
systematic review of treatments for refractory
depression in older people. Am J Psychiatry. 2011;
168(7):681-688.
48. Lenze EJ, Mulsant BH, Blumberger DM, et al.
Efficacy, safety, and tolerability of augmentation
pharmacotherapy with aripiprazole for
treatment-resistant depression in late life:
a randomised, double-blind, placebo-controlled
trial. Lancet. 2015;386(10011):2404-2412.
49. Morley JE, Vellas B, van Kan GA, et al. Frailty
consensus: a call to action. J Am Med Dir Assoc.
2013;14(6):392-397.
50. Sarcopenia, frailty and risk prediction in
geriatric patients [JAMA Clinical Reviews podcast].
http://jamaclinicalreviews.libsyn.com/podcast
/sarcopenia-frailty-and-risk-prediction-in-geriatric
-patients. Posted February 9, 2017. Accessed
April 24, 2017.
51. Collard RM, Arts M, Comijs HC, et al. The role of
frailty in the association between depression and
somatic comorbidity: results from baseline data of
an ongoing prospective cohort study. Int J Nurs Stud.
2015;52(1):188-196.
52. Buigues C, Padilla-Sánchez C, Garrido JF,
Navarro-Martínez R, Ruiz-Ros V, Cauli O. The
relationship between depression and frailty
syndrome: a systematic review. Aging Ment Health.
2015;19(9):762-772.
53. Feng L, Nyunt MS, Yap KB, Ng TP. Frailty
predicts new and persistent depressive symptoms
among community-dwelling older adults: findings
from Singapore longitudinal aging study. J Am Med
Dir Assoc. 2014;15(1):76.e77-76.e12.
54. Borges S, Chen YF, Laughren TP, et al. Review
of maintenance trials for major depressive disorder:
a 25-year perspective from the US Food and Drug
Administration. J Clin Psychiatry. 2014;75(3):205-214.
55. Rayner L, Price A, Evans A, Valsraj K, Higginson
IJ, Hotopf M. Antidepressants for depression in
physically ill people. Cochrane Database Syst Rev.
2010;(3):CD007503.
56. Boyce RD, Hanlon JT, Karp JF, Kloke J, Saleh A,
Handler SM. A review of the effectiveness of
antidepressant medications for depressed nursing
home residents. J Am Med Dir Assoc. 2012;13(4):
326-331.
57. Bennett S, Thomas AJ. Depression and
dementia: cause, consequence or coincidence?
Maturitas. 2014;79(2):184-190.
58. Banerjee S, Hellier J, Dewey M, et al. Sertraline
or mirtazapine for depression in dementia

(Reprinted) JAMA May 23/30, 2017 Volume 317, Number 20

© 2017 American Medical Association. All rights reserved.

Downloaded From: http://jamanetwork.com/ by Kevin Rosteing on 06/30/2017

2121

Clinical Review & Education Review

The Management of Depression in Older Adults

(HTA-SADD): a randomised, multicentre,
double-blind, placebo-controlled trial. Lancet. 2011;
378(9789):403-411.

a meta-analysis and meta-regression of randomized
controlled trials. J Am Geriatr Soc. 2012;60(10):
1817-1830.

59. Nelson JC, Devanand DP. A systematic
review and meta-analysis of placebo-controlled
antidepressant studies in people with depression
and dementia. J Am Geriatr Soc. 2011;59(4):577-585.

69. Spaans HP, Sienaert P, Bouckaert F, et al. Speed
of remission in elderly patients with depression:
electroconvulsive therapy vs medication.
Br J Psychiatry. 2015;206(1):67-71.

60. Vernooij-Dassen M, Vasse E, Zuidema S,
Cohen-Mansfield J, Moyle W. Psychosocial
interventions for dementia patients in long-term
care. Int Psychogeriatr. 2010;22(7):1121-1128.

70. Alexopoulos GS, Katz IR, Reynolds CF III,
Carpenter D, Docherty JP, Ross RW.
Pharmacotherapy of depression in older patients:
a summary of the expert consensus guidelines.
J Psychiatr Pract. 2001;7(6):361-376.

61. Reynolds CF III, Frank E, Perel JM, et al.
Nortriptyline and interpersonal psychotherapy
as maintenance therapies for recurrent major
depression: a randomized controlled trial
in patients older than 59 years. JAMA. 1999;281(1):
39-45.
62. Reynolds CF III, Dew MA, Pollock BG, et al.
Maintenance treatment of major depression in old
age. N Engl J Med. 2006;354(11):1130-1138.

72. Mura G, Carta MG. Physical activity in
depressed elderly: a systematic review. Clin Pract
Epidemiol Ment Health. 2013;9:125-135.

63. Kok RM, Heeren TJ, Nolen WA. Continuing
treatment of depression in the elderly: a systematic
review and meta-analysis of double-blinded
randomized controlled trials with antidepressants.
Am J Geriatr Psychiatry. 2011;19(3):249-255.

73. Gallagher P, O’Mahony D. STOPP (Screening
Tool of Older Persons’ potentially inappropriate
Prescriptions): application to acutely ill elderly
patients and comparison with Beers’ criteria.
Age Ageing. 2008;37(6):673-679.

64. Wilkinson P, Izmeth Z. Continuation and
maintenance treatments for depression in older
people. Cochrane Database Syst Rev. 2012;11:
CD006727.

74. O’Mahony D, O’Sullivan D, Byrne S, O’Connor
MN, Ryan C, Gallagher P. STOPP/START criteria for
potentially inappropriate prescribing in older
people: version 2. Age Ageing. 2015;44(2):213-218.

65. Cuijpers P, Karyotaki E, Pot AM, Park M,
Reynolds CF III. Managing depression in older age:
psychological interventions. Maturitas. 2014;79(2):
160-169.

75. Hypertension management and dealing
with polypharmacy in elderly patients—a report
from the 2016 European Union Geriatric Medical
Society Meeting [JAMA Network podcast].
http://jamanetwork.com/learning/audio-player
/14017605?resultClick=1. Posted February 2, 2017.
Accessed April 24, 2017.

66. Kirkham JG, Choi N, Seitz DP. Meta-analysis of
problem solving therapy for the treatment of major
depressive disorder in older adults. Int J Geriatr
Psychiatry. 2016;31(5):526-535.
67. Wilson KC, Mottram PG, Vassilas CA.
Psychotherapeutic treatments for older depressed
people. Cochrane Database Syst Rev. 2008;(1):
CD004853.
68. Gould RL, Coulson MC, Howard RJ. Cognitive
behavioral therapy for depression in older people:

2122

71. Bridle C, Spanjers K, Patel S, Atherton NM,
Lamb SE. Effect of exercise on depression severity
in older people: systematic review and
meta-analysis of randomised controlled trials.
Br J Psychiatry. 2012;201(3):180-185.

76. Fried TR, O’Leary J, Towle V, Goldstein MK,
Trentalange M, Martin DK. Health outcomes
associated with polypharmacy in
community-dwelling older adults: a systematic
review. J Am Geriatr Soc. 2014;62(12):2261-2272.
77. Frankenthal D, Lerman Y, Kalendaryev E,
Lerman Y. Intervention with the screening tool of
older persons potentially inappropriate

prescriptions/screening tool to alert doctors to right
treatment criteria in elderly residents of a chronic
geriatric facility: a randomized clinical trial. J Am
Geriatr Soc. 2014;62(9):1658-1665.
78. Kotlyar M, Dysken M, Adson DE. Update on
drug-induced depression in the elderly. Am J Geriatr
Pharmacother. 2005;3(4):288-300.
79. Barker MJ, Greenwood KM, Jackson M,
Crowe SF. Cognitive effects of long-term
benzodiazepine use: a meta-analysis. CNS Drugs.
2004;18(1):37-48.
80. Barker MJ, Greenwood KM, Jackson M,
Crowe SF. Persistence of cognitive effects after
withdrawal from long-term benzodiazepine use:
a meta-analysis. Arch Clin Neuropsychol. 2004;19
(3):437-454.
81. National Institute for Health and Care
Excellence. Depression in adults: recognition and
management. http://www.nice.org.uk/guidance
/CG90. Published October 2009. Updated April
2016. Accessed April 24, 2017.
82. Iyer S, Naganathan V, McLachlan AJ,
Le Couteur DG. Medication withdrawal trials in
people aged 65 years and older: a systematic
review. Drugs Aging. 2008;25(12):1021-1031.
83. Ulfvarson J, Adami J, Wredling R, Kjellman B,
Reilly M, von Bahr C. Controlled withdrawal of
selective serotonin reuptake inhibitor drugs in
elderly patients in nursing homes with no indication
of depression. Eur J Clin Pharmacol. 2003;59(10):
735-740.
84. Lindström K, Ekedahl A, Carlsten A,
Mårtensson J, Mölstad S. Can selective serotonin
inhibitor drugs in elderly patients in nursing homes
be reduced? Scand J Prim Health Care.
2007;25(1):3-8.
85. McCusker J, Cole M, Keller E, Bellavance F,
Berard A. Effectiveness of treatments of depression
in older ambulatory patients. Arch Intern Med.
1998;158(7):705-712.
86. Katona C, Livingston G. How well do
antidepressants work in older people? a systematic
review of number needed to treat. J Affect Disord.
2002;69(1-3):47-52.

JAMA May 23/30, 2017 Volume 317, Number 20 (Reprinted)

© 2017 American Medical Association. All rights reserved.

Downloaded From: http://jamanetwork.com/ by Kevin Rosteing on 06/30/2017

jama.com

