E Letter to the Editor

Serotonin Sensitivity and Withdrawal With Low-Dose
Venlafaxine

To the Editor: Venlafaxine is a serotonin-norepinephrine reuptake
inhibitor (SNRI) that is commonly used to treat multiple disorders
including generalized anxiety disorder (GAD).! We present a case
of serotonin sensitivity and withdrawal with low-dose venlafaxine.

Case report. Mr A is a 24-year-old, single, white man with
GAD who was started on venlafaxine extended-release (XR) 37.5
mg once daily by his primary care provider. He was taking no other
prescriptions, over-the-counter medications, or illicit drugs. Mr A
reported having neck spasms and mild tremors in his hands after
starting this dose, but the side effects resolved on their own after
the first 2 days. After 2 months, the dose was increased to 75 mg
once daily by his primary care provider to further address his GAD
symptoms. Within an hour after taking the first dose, he had onset of
confusion (described as “brain fog”), tremors, increased perspiration,
and involuntary neck spasms. Symptoms persisted for 2 weeks before
he presented to the emergency department (ED). His vital signs and
blood work were within normal limits.

After the ED visit, Mr A abruptly stopped taking venlafaxine
on his own. A day after discontinuation, he experienced onset of
asthenia, confusion, and memory loss. He presented to the ED 7
days after discontinuation, and workup was again normal. These
symptoms persisted for an additional 2 months, and he remained
off from work given his functional impairment. He was seen by
the neurology department, and serotonin withdrawal was deemed
unlikely given the low dosage of venlafaxine, the extended duration
of symptoms, and the duration beyond the expected timeline for
serotonin withdrawal. To rule out another etiology, a significant
neurology workup was conducted including head imaging,
infectious workup, autoimmune workup, electroencephalography,
video encephalography, and lumbar puncture. All results were
nonsignificant. Mr A was diagnosed with illness anxiety disorder
(DSM-5 criteria) and referred to the psychiatry department.

Given the onset of his symptoms in the context of venlafaxine
initiation and withdrawal, serotonin was reintroduced to his system.
He was started on fluoxetine 5 mg daily. After 2 weeks, he reported a
35% improvement in symptoms. After another 2 weeks, he reported
no further improvement. Venlafaxine immediate-release (IR) 9.375
mg twice daily was added to fluoxetine 5 mg. After a week, he
reported a 65% improvement in confusion. After another 2 weeks,
venlafaxine IR was increased to 9.375 mg in the morning and 18.75
mg at bedtime. Two weeks later, he reported an 85% improvement
in confusion. A week later, he was able to return to his normal
functioning including work, driving, and socializing. Before further
titrations, to rule out the possibility that Mr A was a slow metabolizer,
his blood venlafaxine levels were drawn (venlafaxine-S: 18 ng/mL
and O-desmethyl-venlafaxine level: <30 ng/mL). While continuing
fluoxetine 5 mg, venlafaxine XR was slowly titrated up to 75 mg, and
his GAD symptoms adequately remitted.

This case describes a unique presentation of Serotonin
sensitivity, withdrawal, and prolonged duration of associated
symptoms in a young patient taking low-dose venlafaxine.
Venlafaxine has been identified as one of the most common
culprits of serotonin withdrawal.? Serotonin withdrawal
typically presents with asthenia, dizziness, headache, insomnia,
confusion, and nervousness and has been reported in 0.1%-1% of
patients with abrupt discontinuation.>* Onset of discontinuation
symptoms typically occurs within a few days of abruptly stopping
antidepressants.” Re-exposure of the same medication or a
serotonergic medication with a longer half-life, like fluoxetine,
can be a helpful strategy for patients undergoing serotonin
withdrawal.®

This case provides evidence for clinicians to monitor for
serotonin sensitivity and withdrawal in patients taking low-dose
venlafaxine, particularly those who are naive to selective serotonin
reuptake inhibitors and SNRIs. The venlafaxine dosage should be
tapered gradually and the patient monitored. The period required
for tapering may depend not only on the dose or duration of
therapy but also on the individual patient.>*
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