
Late-Life Depression
- Depression is NOT A NORMAL CONSEQUENCE OF AGING

o Sadness, grief, normal responses to bereavement etc. which are more common in late life than
early life

o Occasionally is a prodrome for other illness like stroke, DM, cancer, hypoTH, CAD
- Often unrecognized

o More likely to go unrecognized in Black, Hispanic patients, male patients
o Difficult to dx in patients with other psychiatric comorbidities

▪ Depression & Anxiety: pts get a lot of anxiolytic, hypnotic and pain meds, depression can
be attributed to medication side effects…

o Even when diagnosed it often goes untreated
- Late life depression tends to be recurrent and persistent
- Prevalence of depression in adults > 65 y/o is 2-10%

o Varies depending upon the study, cultural context, method of diagnosis, etc
- Prevalence of depression in hospitalized adults >65 is roughly 30-40%

o 40% for patients with stroke, MI, cancer
- Prevalence of depression up to 50% of nursing home residents are depressed
- Scope of depression in the oldest old (85+ y/o) likely underestimated –not enough studies in that

population

Late-Life Depression Impacts Medical Morbidity and Mortality
o Post-MI: four-fold increase in death
o Post-stroke: 3.4 times more likely to die within 10 years
o Depression at time of admission to nursing home ↑ one-year mortality (does not quantify)
o Depressed patients have increased rates of in hospital death (odds ratio of 7.8 after controlling

for severity of illness)
- Late-life depression is associated with increased  number of ED and office visits, drug use, cost of

prescription and OTC meds, increased incidence of substance use disorder, increased overall cost of
medical care

- Increased risk of suicide!
o Older adults make up 13% entire US population but account for 24% of completed suicides
o They attempt less often than younger pts, but are more successful at completion
o Older adult men have highest rate: 28.9/100,000
o White men 85+ have highest rate of completed suicides (55/100,000)
o Most older adult suicide victims were in their first episode of depression and had seen a

physician within the last month of life*
▪ Risk factors for this: clinical sx of hopelessness, insomnia, agitation, restlessness,

impaired concentration, active psychosis, SUD, untreated chronic pain
▪ Terminal or worsening illness
▪ Chronic disease comorbidities
▪ Widowhood, social isolation
▪ Personality disorders
▪ Prior attempt and family history

1



Risk Factors for Developing Late-Life Depression
- Female

o May be due to how we examine for depression
o Men tend to present with anger, irritability, anhedonia, withdrawal, and substance use disorders

related to depression—more likely to present this way
- Isolated
- Not married (widowed, divorced, separated, etc,)
- Lower socioeconomic status
- Chronic conditions

o Physical illness
▪ Recent onset
▪ Greater severity of illness
▪ Functional impairment and mobility impairment
▪ Pain related to the illness
▪ Number of illnesses

- Chronic Pain (poorly treated)
- Insomnia

o Sleep disorders are associated with remission of previously controlled depression in late life
- Functional impairment
- Cognitive impairment

o Chicken or egg? (Re: “association with dementia”)
- Even if pt has “reactive depression”—response to adverse events, we should still treat as MDD be

reactive depression is responsive to treatment

Late-Life Depression, Cognitive Impairment, and Dementia
- LLD Increases risk of developing dementia

o Metanalysis of 23 prospective community based observational studies, 49,000 pts, no dementia
at baseline, followed for 5 years

o Risk of all cause dementia is greater in patients with late life depression than non-depressed
controls

o Specifically seems to be Alzheimer’s type, vascular (vascular > AZ)
o Another retrospective study of >13,500 medical records reviewed, pts without dementia at

baseline over 6 years risk of developing dementia was 70% higher in patients with late life
depressive sx

- Unclear whether this is a prodrome or acts as an independent risk factor
- Hypothesized pathogenesis

o Damage specifically to frontal subcortical circuitry
▪ Striatopallido-thalamo-cortical pathways

▪ Left prefrontal cortex

o Neurodegeneration
▪ Cerebrovascular disease

● Depression is often subclinical (“minor depression”)
● Microvascular lesions, chronic ischemic changes, generalized atrophy
● Increased ventricular to volume ratios), especially periventricular lesions
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Late Life Depression Syndromes
Important to note that many older adults may have clinically significant of depression, but so not fit the DSM-5
criteria for major depressive disorder  (Minor depression re: below)

- Major depression
o DSM 5 Criteria: identical for older and younger patients

o Tends to be more chronic and relapse more in late life patients, and risk of relapse is higher in
pts with lots of comorbidities
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- Dementia Syndrome of Depression
o Cognitive impairment that manifests within the context of depression dx
o Previously named “Pseudodementia”

▪ Conventionally defined as a depression syndrome with cognitive impairment symptoms,
in which the patient’s cognitive impairment and depression resolve with antidepressant
use

▪ New evidence indicates that despite improvement in these symptoms with conventional
depression treatment, patients who present with cognitive impairment and depressed
mood late in life are at higher risk for major neurocognitive disorder

● A large percentage of patients with “reversible depression” will progress to
irreversible cognitive impairment within 2-3 years of disease onset

▪ Patients who do not respond to initial trial of SSRI (specifically Lexepro) are at higher risk
to develop major neurocognitive disorder

o Regardless, patients with cognitive impairment SECONDARY TO MAJOR DEPRESSION MAY BE AT
HIGHER RISK OF CONVERTING TO AN IRREVERSIBLE DEMENTIA SYNDROME

- Vascular Depression
o Cerebrovascular disease increases risk of late life depression
o Post Stroke Depression: occurs after a CVA

▪ Patients with left prefrontal cortex lesions tend to have increased frequency and severity
of post stroke depression

▪ Highest risk is within the first 2 years from CVA
▪ Peak incidence occurs within first 3-6 mos

o Vascular Depression: occurs in tandem with chronic ischemic changes in the brain
▪ Newer recognized disease process

● Positive MRI findings correlated with older age of depression onset, vascular
comorbidity, greater psychomotor slowing or parkinsonism, anhedonia,
functional impairment, less psychosis

● Patients with late onset depression who also have CVD factors had more
cognitive impairment disability, psychomotor retardation, less insight into their
illness than those without cerebrovascular disease

▪ Nuanced Treatment
● May respond to TCAs, older antidepressants, combination therapies, ECT more so

than traditional treatment
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- Persistent depressive disorder (dysthymia):
o DSM 5 criteria same for all age adults

o Older patients who present with late onset dysthymia have more CVD
o Higher risk of “double depression” (MDD) and tend to be treatment resistant
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- Minor Depression
o Pts do not meet diagnostic criteria for MDD, PDD, but have significant pathology (not enough sx,

not enough duration)

o Can progress to MDD
o Older adults more likely to have minor than major depression
o Important because older pts with minor depression develop suicidality at comparable rates to

those with MDD
o Burden upon medical morbidity and mortality is comparable to that of MDD in older adults as

well
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- Depression in AZD
o Specific diagnostic DSM-5 criteria (table below)

o Of note, depression is a common complication in most dementias
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Diagnosing Late-Life Depression
- Can be hard to do

o Concurrent medical illnesses with overlapping sx can muddy the waters
▪ Consider when mood or somatic sx out of proportion to expected
▪ Poor response to treatment
▪ Poor motivation to participate in treatment
▪ Lack of engagement with care team

o Medication side effects (polypharmacy)
o Impaired communication
o Multiple somatic complaints
o Not enough time in the exam room to address given multiple chronic diseases requiring

attention
o Therapeutic nihilism (skeptical of therapeutic agents being able to help)
o Pt perceived stigma, reluctant to admit there is a problem

- Diagnosis in frail, Oldest-Old (age 85+ years)
o Limited studies in this age group

▪ Think about this when change in mood or interest 2+ weeks
▪ Non-physical sx
▪ Physical sx that follow onset of depressed mood and are out of proportion to what

would be expected with known comorbidities
▪ Social regression or incapacity
▪ Reassuring against depression: pt continue to respond to affection from family and

caregivers, keeps sense of humor, looks forward to visitors, accepts assistance in care
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Screening instruments
- Self vs. Interviewer reports
- PHQ2 is 100% sensitive in adults >65 (77% specific)

o Specificity increased with age, male gender, varied amongst races and ethnic groups
- Geriatric depression scale (2/5 is considered positive)
- PHQ9 covers all DSM5 criteria and has been shown to be a reliable measure in large population study

of older adults
o Studies suggest this is particularly good for monitoring response to treatment in primary care

setting
- Cornell Depression Scale for Dementia

o Observer and informant-based information
o Helpful in cognitively impaired older adults

- Center for Epidemiologic Studies Depression scale
o Commonly used in community studies and primary care settings
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PHQ-2, 9
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Geriatric Depression Scale
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Cornell Depression Scale
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Center for Epidemiologic Studies Depression Scale
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Treatment of Late Life Depression
- Success depends on multiple factors
- Must consider the following when choosing a venue, agent, etc.

o Suicidality
o Psychotic sx
o Pt medication list: are any meds causing depressive sx? Re: BDZ, opiates, pain meds
o SUD, especially EtOH
o Comorbidities associated with depression: Th, DM, chronic pain
o Hx depression or depressive episodes
o Family Hx depression and response to treatment

- Initial Treatment: Two-Pronged Approach
o Should be psychotherapy and/or somatic therapy

▪ Meds
● Metanalysis do not indicate difference in remission rates across medication

classes
o Though there are higher withdrawal rates from treatment with TCA due

to side effects
● Meds alone often not successful in treating patients with more executive

dysfunction
● Medication rejection: older adults sometimes concerned about psychotropic

meds—fear of dependence, reject depression as medical illness, concerned meds
will blunt normal emotions, hx negative experiences in the past

● Choosing a Medication:
o SSRIs are first line

▪ Risks/ side effects: parkinsonism, akathisia, anorexia, sinus
bradycardia, fragility fractures (dose dependent)

▪ Increased rate of suicide in men 66+ y/o
▪ Citalopram causes increased QTc

● >60 y/o, do not exceed dose > 20 mg per day (or avoid
altogether if starting a new agent!)

▪ Best Sertraline, Escitalopram
● Escitalopram not nearly as QTc prolonging as Citalopram
● Geriatric psychiatry chooses this often as a first agent!

o SNRIs are second line
▪ Often thought to be helpful for patients with chronic pain

● Some studies do suggest they can be good for neuropathic
pain, chronic fatigue syndrome, depression with somatic sx

▪ Can cause diastolic hypertension & GI distress
▪ Duloxetine is associated with falls

o Atypical Antidepressants (third-line)
▪ Mirtazapine

● Use with comorbid insomnia, agitation, restlessness,
anorexia

● Sometimes good for pts with PD, essential tremor, chemo
related nausea

● Side effects: Can be sedating esp. at initiation and lower
doses, ↑ appetite, dry mouth
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▪ Bupropion
● More activating
● DO NOT USE IF: seizure Hx, concurrent BDZ use,

Concurrent CNS depressant use, EtOH withdrawal, bulimia
nervosa

o TCA (for treatment failure with other agents)
▪ Cautious use for: cardiac disease, narrow angle glaucoma, BPH,

urinary retention, orthostatic hypotension, dementia (more
confused)

o Methylphenidate
▪ Data suggests that combining low dose methylphenidate with SSRI

leads to faster treatment response and can be helpful with
treatment resistance (methylphenidate 5mg/ Citalopram 20-40
mg per day)

● Remember though, can’t > 20 mg Citalopram in pt > 60 y/o
o Aripiprazole

▪ For treatment resistant late-life depression
▪ Start at 2 mg per day and can up-titrate to 10 mg per day
▪ Side effects: akathisia, parkinsonism

o ECT
▪ Very helpful in treating psychotic depression
▪ Used for patients who failed medication treatment or who have

depression that is severe and life threatening
▪ Jury out on TMS, DBS

- Nuances to treating Late Life Depression vs. Depression in Younger Adults
o Full response to treatment may take 8-10 weeks (vs the 6 weeks we counsel younger pts)
o Monotherapy is preferred –when we need to augment agents, it is better to refer out
o Initiation dose should be ½ typical starting dose for younger patients –but both young and

older adults have same goal for therapeutic dosing
o Follow up interval 2 weeks from initiation, see in person by 4 weeks
o Duration of treatment 6-12 mos following remission

▪ Pts with dysthymia may need long term treatment
▪ If pt history indicates 3+ episodes before the age of 50 keep them on meds for life
▪ Long term treatment may indicate need for psych referral
▪ Older adults relapse more often than younger adults

- Psychotherapy
o CBT, problem solving therapy, interpersonal psychotherapy
o Method depends on severity, type, chronicity, contraindications to meds, and patient

preference
▪ Moderate to severe: should also get meds
▪ Chronic Depression: should also get meds

o Problem solving therapy is especially helpful for patients with executive dysfunction
(thoroughly setting goals, planning, initiating and sequencing bx)—improves remission of
depression, degree of disability, self-care, communication, and psychosocial function at 24 week
follow up

▪ 2-4 mos for short term treatment has been shown effective
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o Physical Exercise
▪ both CV and resistance training are helpful in treating depression 60+ yoa
▪ More evidence for CV > resistance training

- Collaborative Care Models
o 80% mental health treatment for older adults is delivered in primary care setting

▪ Collaborative Care/ Integrative Care/ Care Management Programs are most effective
way to do this

▪ Significantly better outcomes in several studies
▪ Consists of meds and or therapy + case manager follow-up

● Focus on patient education and empowerment
● Use physician + non-physician mental health professional (depression care

manager) to integrate psychiatric and primary care
● IMPACT (Improving Mood-Promoting Access to Collaborative Treatment) Study

o 1801 primary care patients with late life MDD and or persistent
depressive disorder

o Collaborative care vs. usual care
o Better cost effectiveness, depressive sx control, physical functioning,

quality of life scores in collaborative care intervention group; less CV
events in collaborative care group as well

● Additional studies support decrease in all-cause mortality for late life depression
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UpToDate Medication Titration Resource
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 Geriatric Review Syllabus Medication Titration Resource
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