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Fluoxetine-Induced
Extrapyramidal Symptoms:

A Rare Adverse Effect

Zoya Munsar, BS; Mariam Imtiaz, MBBS; and Najeeb Hussain, MD

= xtrapyramidal symptoms (EPS)
= are commonly associated with
b antipsychotics and other
dopamine receptor—blocking agents.
Less is known, however, about the
emergence of EPS due to selective
serotonin reuptake inhibitors
(SSRIs) such as fluoxetine. While a
handful of case reports have
previously documented this rare
adverse effect,! the phenomenon of
fluoxetine-induced EPS remains
largely understudied, and awareness
remains limited among both
clinicians and patients. The exact
prevalence of this complication also
remains unknown, as existing data
are primarily derived from isolated
case reports and small case series.’
EPS can be profoundly distressing for
patients, however, and may even
lead to the development of a
syndrome known as extrapyramidal-
induced dysphoric reactions,
characterized by emotional blunting,
agitation, and, in severe cases, the
emergence of de novo suicidal
ideation.® This side effect is
especially concerning for patients
with psychiatric conditions, who are
already vulnerable to mood
instability and suicidality. In this
report, we illustrate a rare case of
fluoxetine-induced parkinsonism
and discuss considerations for
clinicians who prescribe fluoxetine.

Case Report

A 34-year-old man with
schizophrenia, cannabis use
disorder, and tobacco use disorder
presented with 3 days of altered
mental status characterized by
confusion, somnolence, and altered
gait. The day prior to presentation,
he had been observed vomiting and

had multiple episodes of nonbloody
diarrhea. On evaluation, his speech
was dysarthric and garbled, and he
admitted to intentionally
overdosing on an unknown amount
of valproate. Laboratory results
revealed an elevated lactate level of
4 mmol/L and a markedly elevated
valproate level of 583 ug/mL.
Acetaminophen, ethanol, and
salicylate levels were negative. He
was admitted to the hospital for
management of valproate overdose
in the setting of a suicide attempt.

Notably, the patient had been
noncompliant with his paliperidone
long-acting injection and was
discharged from another hospital
3 months prior on a regimen of
fluoxetine, quetiapine, and valproate.
On physical examination, he
exhibited a bilateral pill-rolling
tremor of the upper extremities,
coarse tremors of the head and arms
that worsened with movement and
improved with distraction, and mild
rigidity. He stated that these
symptoms had been present for
several weeks.

His presentation was consistent
with drug-induced parkinsonism,
with fluoxetine suspected to be the
contributing agent. Fluoxetine was
discontinued, and benztropine 2 mg
by mouth twice daily and quetiapine
200 mg every night at bedtime were
started after clinical stabilization. His
tremors improved significantly within
24 hours and resolved completely
within 2 days, with no recurrence on
the adjusted regimen.

Discussion

This case highlights the
underrecognized risk of EPS,
particularly drug-induced

Case Report

parkinsonism, associated with
fluoxetine. While EPS are more
commonly linked to antipsychotics,
we demonstrate that serotonergic
agents can also interfere with
dopaminergic pathways, especially
when combined with other
psychotropic medications.” In our
patient, fluoxetine was introduced
into a regimen already containing
quetiapine and valproate, potentially
lowering the threshold for
parkinsonian side effects.

The delayed onset and persistence
of symptoms prior to admission,
coupled with rapid resolution
following fluoxetine discontinuation,
support a diagnosis of fluoxetine-
induced parkinsonism. While rare,
SSRI-induced parkinsonism may be
underdiagnosed in psychiatric
populations wherein tremors are
often attributed to underlying illness
or antipsychotic use. This case
emphasizes the importance of a
thorough medication history and
high clinical suspicion when
evaluating new-onset movement
symptoms. Additionally, in patients
with polypharmacy, it may not be a
single agent but rather the
cumulative serotonergic and
dopaminergic burden that
precipitates EPS.

Given that primary care providers
frequently initiate and manage
fluoxetine for depression, anxiety, and
other mood disorders, appropriate
recognition of this potential side effect
is essential. Early identification of
fluoxetine-induced EPS can prevent
unnecessary suffering, reduce
diagnostic delays, and ensure more
thoughtful prescribing. Increased
clinical awareness can ultimately
support safer, more effective mental
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health care across primary care
settings.
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