Tips for treating patients
with late-life depression

Zeroing in on the right drug regimen requires a look at
an agent’s clinical benefits, tolerability profile, and risk of
drug interactions, as well as the patient’s comorbidities.

PRACTICE
RECOMMENDATIONS

) Begin treatment with a
selective serotonin reuptake
inhibitor (SSRI) unless
another antidepressant has
worked well in the past. ()

) Consider augmenting
therapy with bupropion XL,
mirtazapine, aripiprazole,

or quetiapine for any patient
who responds only partially to
an SSRI. (©)

> Add psychotherapy

to antidepressant
pharmacotherapy,
particularly for patients who
have difficulties with executive
Junctions such as planning
and organization.

Strength of recommendation (SOR)

Good-quality patient-oriented
evidence

0 Inconsistent or limited-quality
patient-oriented evidence

@ Consensus, usual practice,
opinion, disease-oriented
evidence, case series
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disorder in an individual > 60 years of age. Depressive

illness compromises quality of life and is especially
troublesome for older people. The prevalence of depression
among individuals > 65 years of age is about 4% in women and
3% in men.' The estimated lifetime prevalence is approximate-
ly 24% for women and 10% for men.> Three factors account for
this disparity: women exhibit greater susceptibility to depres-
sion; the illness persists longer in women than it does in men;
and the probability of death related to depression is lower
in women.?

Beyond its direct mental and emotional impacts, depres-
sion takes a financial toll; health care costs are higher for those
with depression than for those without depression.? Unpaid
caregiver expense is the largest indirect financial burden with
late-life depression.* Additional indirect costs include less
work productivity, early retirement, and diminished financial
security.*

Many individuals with depression never receive treat-
ment. Fortunately, there are many interventions in the pri-
mary care arsenal that can be used to treat older patients with
depression and dramatically improve mood, comfort, and
function.

I ate-life depression is the onset of a major depressive

The interactions of emotional

and physical health

The pathophysiology of depression remains unclear. However,
numerous factors are known to contribute to, exacerbate, or
prolong depression among elderly populations. Insufficient
social engagement and support is strongly associated with
depressive mood.® The loss of independence in giving up au-
tomobile driving can compromise self-confidence.® Sleep dif-
ficulties predispose to, and predict, the emergence of a mood
disorder, independent of other symptoms.” Age-related hear-

ing deficits also are associated with depression.?
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There is a close relationship between
emotional and physical health.” Depression
adds to the likelihood of medical illness,
and somatic pathology increases the risk for
mood disorders.’ Depression has been linked
with obesity, frailty, diabetes, cognitive im-
pairment, and terminal illness.® Other con-
ditions associated with depression include
Parkinson disease, alcohol dependence, and
chronic pain.'*!? Cerebrovascular disease
may predispose to, precipitate, or perpetuate
this mood disorder."

I Inflammatory markers and depres-
sion may also be related. Plasma levels of
interleukin-6 and C-reactive protein were
measured in a longitudinal aging study." A
high level of interleukin-6, but not C-reactive
protein, correlated with an increased preva-
lence of depression in older people.

Chronic cerebral ischemia can result in
a “vascular depression”'® in which disruption
of prefrontal systems by ischemic lesions is
hypothesized to be an important factor in de-
veloping despair. Psychomotor retardation,
executive dysfunction, severe disability, and
a heightened risk for relapse are common
features of vascular depression.'® Poststroke
depression often follows a cerebrovascular
episode’®; the exact pathogenic mechanism
is unknown."

I A summation of common risk factors.
A personal or family history of depression in-
creases the risk for late-life depression. Other
risk factors are female gender, bereavement,
sleep disturbance, and disability.'® Poor gener-
al health, chronic pain, cognitive impairment,
poor social support, and medical comorbidi-
ties with impaired functioning increase the
likelihood of resultant mood disorders."

Somatic complaints may overshadow
diagnostic symptoms

Manifestations of depression include dis-
turbed sleep and reductions in appetite,
concentration, activity, and energy for daily
function.” These features, of course, may
accompany medical disorders and some
normal physiologic changes among elderly
people. We find that while older individuals
may report a sad mood, disturbed sleep, or
other dysfunctions, they frequently emphasize

their somatic complaints much more promi-
nently than their emotions. This can make it
difficult to recognize clinical depression.

For a diagnosis of major depression,
5 of the following 9 symptoms must be pres-
ent for most of the day or nearly every day
over a period of at least 2 weeks': depressed
mood; diminished interest in most activities;
significant weight loss or decreased appetite;
insomnia or hypersomnia; agitation or retar-
dation; fatigue or loss of energy; feelings of
worthlessness or guilt; diminished concen-
tration; and recurrent thoughts of death or
suicide."

Planning difficulties, apathy, disabil-
ity, and anhedonia frequently occur. Ex-
ecutive dysfunction and inefficacy of
antidepressant pharmacotherapy are related
to compromised frontal-striatal-limbic path-
ways.? Since difficulties with planning and
organization are associated with suboptimal
response to antidepressant medications, a
psychotherapeutic focus on these execu-
tive functions can augment drug-induced
benefit.

Rule out these alternative diagnoses
Dementias can manifest as depression. Oth-
er brain pathologies, particularly Parkinson
disease or stroke, also should be ruled out.
Overmedication can simulate depression, so
be sure to review the prescription and over-
the-counter agents a patient is taking. Some
medications can occasionally precipitate a
clinical depression; these include stimulants,
steroids, methyldopa, triptans, chemothera-
peutic agents, and immunologic drugs, to
name a few."

Pharmacotherapy, Yes,

but first, consider these factors
Maintaining a close patient-doctor relation-
ship augments all therapeutic interventions.
Good eye contact when listening to and
counseling patients is key, as is providing
close follow-up appointments.

1 Encourage social interactions with
family and friends, which can be particularly
productive. Encouraging spiritual endeavors,
such as attendance at religious services, can
be beneficial.*

I Recommend exercise. Physical exer-
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ciseyields positive outcomes?; it can enhance
mood, improve sleep, and help to diminish
anxiety. Encourage patients with depression
to take a daily walk during the day; doing so
can enhance emotional outlook, health, and
even socialization.

What treatment

will best serve your patient?

It's important when caring for patients with
depression to assess and address suicidal ide-
ation. Depression with a previous suicide at-
tempt is a strong risk factor for suicide. Inquire
about suicidal intent or death wishes, access to
guns, and other life-ending behaviors. When-
ever suicide is an active issue, immediate crisis
management is required. Psychiatric referral is
an option, and hospitalization may be indicat-
ed. Advise family members to remove firearms
or restrict access, be with the patient as much
as possible, and assist at intervention planning
and implementation.

It is worth mentioning, here, the con-
nection between chronic pain and suicidal
ideation. Pain management reduces suicidal
ideation, regardless of depression severity.*

Psychotherapy and pharmacotherapies
offered for the treatment of depression in
geriatric practices are both effective, without
much difference seen in efficacy.* Psycho-
therapy might include direct physician and
family support to the patient or referral to a
mental health professional. Base treatment
choices on clinical access, patient prefer-
ence, and medical contraindications and
other illnesses.

Pros and cons of various
pharmacotherapies
Selective serotonin reuptake inhibitors
(SSRIs) are commonly prescribed first
for elderly patients with depression.”® Es-
citalopram is often better tolerated than
paroxetine, which exhibits muscarinic antag-
onism and enzyme inhibition of cytochrome
P450-2D6.* Escitalopram also has fewer
pharmaceutical interactions compared with
sertraline.®

Generally, when prescribing an antide-
pressant drug, stay with the initial choice,
gradually increasing the dose as clinically
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needed to its maximum limit. Suicidal ide-
ation may be worsened by too quickly switch-
ing from one antidepressant to another or
by co-prescribing anxiolytic or hypnotic
medicines. Benzodiazepines have addictive
and disinhibiting properties and should be
avoided, if possible.?” For patients with in-
somnia, consider initially selecting a sedating
antidepressant medication such as parox-
etine or mirtazapine to augment sleep.

I Alternatives to SSRIs. Nonselective
serotonin reuptake inhibitors have similar
efficacy as SSRIs. However, escitalopram is
as effective as venlafaxine (a selective sero-
tonin and norepinephrine reuptake inhibitor
[SSNRI]) and is better tolerated.?® Duloxetine,
another SSNRI, improves mood and often
diminishes chronic pain.?® Mirtazapine, an
alpha-2 antagonist, might cause fewer drug-
drug interactions and is effective, well toler-
ated, and especially helpful for patients with
anxiety or insomnia.* Dry mouth, sedation,
and weight gain are common adverse effects
of mirtazapine. Obesity precautions are often
necessary during mirtazapine therapy; this
includes monitoring body weight and meta-
bolic profiles, instituting dietary changes,
and recommending an exercise regimen. In
contrast to SSRIs, mirtazapine might induce
less sexual dysfunction.®!

Tricyclic antidepressant drugs can also
be effective but may worsen cardiac conduc-
tion abnormalities, prostatic hypertrophy, or
narrow angle glaucoma. Tricyclic antidepres-
sants may be useful in patients without car-
diac disease who have not responded to an
SSRI or an SSNRI.

I The role of aripiprazole. Elderly pa-
tients not achieving remission from depres-
sion with antidepressant agents alone may
benefit from co-prescribing aripiprazole.® As
an adjunct, aripiprazole is effective in achiev-
ing and sustaining remission, but it has the
potential for less tolerability by inducing
akathisia and parkinsonism.*

I Minimize risks and maximize benefits
of antidepressants by following these rec-
ommendations:

1. Ascertain whether any antidepressant

treatments have worked well in the
past.

2.Start with an SSRI if no other
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antidepressant treatment has worked
in the past.

3. Counsel patients about the need for
treatment adherence. Antidepressants
may take 2 weeks to 2 months to
provide noticeable improvement.

4. Prescribe up to the maximum drug
dose if needed to enhance benefit.

5.Use a mood measurement tool (eg,
the Patient Health Questionnaire-9) to
help evaluate treatment response.

Try a different class of drugs for patients
who do notrespond to treatment. For patients
who have a partial response, augment with
bupropion XL, mirtazapine, aripiprazole, or
quetiapine.® Sertraline and nortriptyline are
similarly effective on a population-wide ba-
sis, with sertraline having less-problematic
adverse effects.? Trial-and-error treatments
in practice may find one patient responding
only to sertraline and another patient only to
nortriptyline.

Combinations of different drug classes
may provide benefit for patients not respond-
ing to a single antidepressant. In geriatric
patients, combined treatment with methyl-
phenidate and citalopram enhances mood
and well-being.*® Compared with either drug
alone, the combination yielded an augment-
ed clinical response profile and a higher rate
of remission. Cognitive functioning, energy,
and mood improve even with methylpheni-
date alone, especially when fatigue is an is-
sue. However, addictive properties limit its
use to cases in which conventional antide-
pressant medications are not effective or in-
dicated, and only when drug refills are closely
monitored.

I The challenges of advancing age. An-
tidepressant treatment needs increase with
advanced age.*® As mentioned eatrlier, elderly
people often have medical illnesses complicat-
ing their depression and frequently are dealing
with pain from the medical illness. When de-
mentia coexists with depression, the efficacy
of pharmacotherapies is compromised.

I When drug-related interventions fail,
therapy ought to be more psychologically
focused.*” Psychotherapy is usually helpful
and is particularly indicated when recov-
ery is suboptimal. Counseling might come

from the treating physician or referral to a
psychotherapist.

I Nasal esketamine can be efficacious
when supplementing antidepressant phar-
macotherapy among older patients with
treatment-resistant depression.*® Elderly in-
dividuals responding to antidepressants do
not benefit from adjunctive donepezil to cor-
rect mild cognitive impairment.* There is no
advantage to off-label cholinesterase inhibi-
tor prescribing for patients with both depres-
sion and dementia.

1 Other options. Electroconvulsive
therapy (ECT) does not cause long-term
cognitive problems and is reserved for
treatment-resistant cases.’ Patients with de-
pression who also have had previous cogni-
tive impairment often improve in mental
ability following ECT."!

I A promising new option. Transcranial
magnetic stimulation (TMS) is a promising,
relatively new therapeutic option for treating
refractory cases of depressive mood disorders.
In TMS, an electromagnetic coil that creates a
magnetic field is placed over the left dorsolat-
eral prefrontal cortex (which is responsible for
mood regulation). Referral for TMS adminis-
tration may offer new hope for older patients
with treatment-resistant depression.*?

Keep comorbidities in mind

as you address depression

Coexisting psychiatric illnesses worsen emo-
tions. Geriatric patients are susceptible to
psychiatric comorbidities that include sub-
stance abuse, obsessive-compulsive char-
acteristics, dysfunctional eating, and panic
disorder.” Myocardial and cerebral infarc-
tions are detrimental to mental health, es-
pecially soon after such events.* Poststroke
depression magnifies the risk for disability
and mortality,'®'” yet antidepressant pharma-
cotherapy often enhances prognoses. Along
with early intervention algorithm-based
plans and inclusion of a depression care
manager, antidepressants often diminish
poststroke depression severity.** Even when
cancer is present, depression care reduces
mortality.* So with this in mind, persist with
antidepressant treatment, which will often
benefit an elderly individual with depression.
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When possible, get ahead

of depression before it sets in

Social participation and employment help
to sustain an optimistic, euthymic mood.®
Maintaining good physical health, in part
through consistent activity levels (including
exercise), can help prevent depression. Since
persistent sleep disturbance predicts depres-
sion among those with a depression histo-
ry, optimizing sleep among geriatric adults
can avoid or alleviate depression.*

Sleep hygiene education for patients is
also helpful. A regular waking time often pro-
motes a better sleeping schedule. Restful
sleep also is more likely when an individual
avoids excess caffeine, exercises during the
day, and uses the bed only for sleeping (not
for listening to music or watching television).

Because inflammation may precede
depression, anti-inflammatory medications
have been proposed as potential treatment,
but such pharmacotherapies are often inef-
fective. Older adults generally do not benefit
from low-dose aspirin administration to pre-
vent depression.?” Low vitamin D levels can
contribute to depression, yet vitamin D sup-
plementation may not improve mood.*?

1 Offering hope. Tell your patients that if
they are feeling depressed, they should make
an appointment with you, their primary care
physician, because there are medications
they can take and counseling they can avail
themselves of that could help. JFP
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