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Letters to the Editor

Insights Into Poststroke Depression

Letter to the Editor: Poststroke
depression is highly prevalent in
stroke populations and negatively
impacts the lives of patients with
stroke. Screening and proactive
treatment is strongly recommended.
Here, we shed light on risk factors,
purported mechanisms, diagnostic
tips, and treatment options
for poststroke depression.

Prevalence and Impact
Approximately one-third
of stroke survivors develop a
depressive disorder in the first
year after a stroke.! Untreated
poststroke depression can prolong
hospital stays, reduce participation
in rehabilitative services, lead to
social withdrawal, increase physical
handicap, reduce quality of life,
and increase mortality (by 3 times)
and risk for recurrent stroke.?

Risk Factors

Risk factors include younger age
(< 68 years), female gender, genetics
(5-HTTLPR), past psychiatric
history of mood/anxiety disorder,
medical history of diabetes mellitus,
stroke severity, left frontal/basal
ganglia location, higher level of
disability, cortical atrophy, less social
support, and cognitive impairment.®
Nonetheless, risk related to age,
sex, and location are inconsistent.

Diagnosis

Poststroke depression can be
formally diagnosed per DSM-5-
TR criteria as depressive disorder
due to another medical condition
(cerebrovascular stroke) with 3
subtypes: with major depressive-like
episode, with depressed features,
or with mixed features. It should
be borne in mind, however, that
some DSM criteria (especially
somatic and cognitive) might be
attributable to biological alterations
of stroke rather than a bona fide
major depressive disorder.*

Assessment Scales

The 9-item Patient Health
Questionnaire,® Center of
Epidemiologic Studies-Depression
Scale,® Hamilton Depression Rating
Scale (HDRS),” and Geriatric
Depression Scale® are useful screening
instruments and have been constantly
used in poststroke depression studies.’

Mechanisms

Several mechanisms have
been posited.!? Lesional location
operates either by directly impacting
neurotransmitters aberrations
(through impinging on ascending
monoaminergic pathways) or
cumulative damage in neural
circuits of interest (prefrontal-
amygdala-hippocampal). These
include decreased 5-HT, dopamine,
and norepinephrine but increased
glutamate. Impaired neurogenesis/
angiogenesis (as shown with lower
brain-derived neurotrophic factor
and vascular endothelial growth
factor levels) is also proposed.
Hypothalamic-pituitary-adrenal
axis activation with elevated
glucocorticoids can be contributory.
Immune dysfunction (evidenced by
elevated proinflammatory cytokines
interferon-y, tumor necrosis factor
a, interleukin [IL]-1p, IL-6, IL-18)
has been incriminated as well.!!

Treatment
Psychopharmacotherapy is
considered firstline'?; however,
tolerability issues abound. Selective
serotonin reuptake inhibitors
(SSRIs) are preferred over tricyclic
antidepressants (secondary amines
studied) given side effect profiles
(anticholinergic and arrhythmogenic of
the latter). However, efficacy of SSRIs
in studies of poststroke depression
is generally inconsistent. SSRIs
have been tied to gastrointestinal
bleeding, syndrome of inappropriate
secretion of antidiuretic hormone,
and risk of falls in the geriatric

population, thus extra caution

should be exerted.!® Stimulants

(eg, methylphenidate) have been
trialed for rapid prompt treatment

of inpatients, augmentation, and
residual fatigue and cognitive
symptoms. Neuromodulation
(repeated transcranial magnetic
stimulation or electroconvulsive
therapy as last resort) remains a
viable option with adaptations.
Cognitive-behavioral therapy has
demonstrated a positive efficacy signal
not only on mood but also on physical
recovery and should be on the agenda.

Effects of Antidepressants
These effects of antidepressants
(SSRIs) have been shown to
transcend mood brightening
to include procognitive and
neuroprotective gains,!* improved
motor recovery (evidence available
for fluoxetine) and rehabilitative
outcomes, and reduced mortality.

Conclusion

Given the enormous toll that
poststroke depression takes on
the lives of those with stroke,
screening and preemptive
treatment with psychotherapy and
SSRIs (escitalopram has shown
to prevent the development of
poststroke depression) from the
outset is strongly advocated.
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