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1 | INTRODUCTION

Epistaxis, defined as bleeding from the nose, can be caused
by local or systemic conditions such as neoplasms, trauma,
inflammatory conditions, alcoholism, dryness in winter,
and medications such as nonsteroidal anti-inflammatory
drugs and oral anticoagulants."* Studies have shown
that selective serotonin reuptake inhibitors (SSRIs) can
increase bleeding risk, especially upper gastrointestinal
bleeding and cerebral bleeding.>* However, epistaxis has
not been commonly reported. There have been a few case
reports about escitalopram-induced epistaxis."” Bleeding
risk is usually associated with other risk factors such as
alcoholism, seasonal allergy, co-administration of other
medications that affect coagulation, and those undergo-
ing surgery."™ We report a case of escitalopram-induced
epistaxis in a 33-year-old female.

bleeding, most commonly intracranial and gastric bleeding, especially in con-
junction with anticoagulant use. Although uncommon, escitalopram is associated
with epistaxis in a dose-dependent manner. Dosage reduction may be sufficient
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2 | CASE HISTORY/EXAMINATION
A 33-year-old woman with a psychiatric history of depres-
sion, PTSD, no prior inpatient hospitalization, no prior
suicide attempt, and no significant medical history pre-
sented to the outpatient psychiatric clinic with complaints
of depressed mood, insomnia, and anxiety. She endorsed
a history of sexual assault and abduction with constant re-
experiencing, intrusive memories and images, persistent
sadness, sleep difficulties, and nightmares. She endorsed
constant hypervigilance and inability to relax.

On further psychiatric review of the system, she en-
dorsed auditory and visual hallucinations dating back to
when she was a teenager. She described the auditory hal-
lucinations as belonging to her mother, who is now dead,
and some other unknown voices. She denied command
auditory hallucinations. She endorsed seeing dead people
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while awake, feels scared, but is aware that they are not
real. She denied paranoia but mentioned that she believes
some of her thoughts are being broadcasted to others and
that some of her actions are not hers.

She constantly needs supervision and help with activi-
ties of daily living. She endorsed a positive family history
of schizophrenia in her maternal uncle and two siblings.
She denied a history of substance use. She has never been
hospitalized but has turned to traditional medicine for a
cure. She was previously married and endorsed interper-
sonal violence, has five children, and immigrated to the
United States Syears prior, currently living with an older
brother and his family.

Before being seen at the outpatient clinic, she was seen
at the community behavioral health clinic and was started
on sertraline 50 mg daily and trazodone 25-50 mg at bed-
time. Two weeks later, her medications were increased
to sertraline at 100 mg daily and trazodone at 50-100 mg
at bedtime. When she was seen a month later, she had
stopped all her medications, both the sertraline and tra-
zodone, because she complained that they made her feel
like “I want to die.” She was then started on mirtazapine at
7.5mg at bedtime for a week and 15 mg subsequently. Two
months after beginning mirtazapine, she reported some
improvement with sleep but not depressed mood or PTSD
symptoms, and escitalopram was started at 10 mg daily to
augment mirtazapine. Over the next 2months, escitalo-
pram was increased to 20 mg daily, mirtazapine was kept
at 15mg daily, and Benadryl 25mg at bedtime was added
due to persistent sleep difficulties.

On evaluation at the outpatient clinic, a diagnosis of
schizophrenia and PTSD was made. Aripiprazole was
added to her medications and titrated over 3months to
20mg daily. She reported marked improvement in audi-
tory and visual hallucinations but continued to complain
of poor nighttime sleep and excessive daytime sedation.

3 | METHODS (DIFFERENTIAL
DIAGNOSIS, INVESTIGATIONS,
AND TREATMENT)

On her fourth follow-up visit, she complained of epistaxis,
which started about a week prior. The bleeding started
suddenly; she was unable to quantify the amount but men-
tioned that it was ‘not much.” She was unable to provide
additional information on how long the bleeding lasted
but stated it occurred daily. She denied trauma, digital
manipulation, cold, fever, bleeding gums, and bruising.
She denied a prior history of epistaxis, allergic rhinitis, or
septal deviation.

Physical examination was unremarkable. She denied
dizziness. Blood pressure was 124/94 mmHg, pulse rate

was 64 beats per minute, and respiratory rate was 12 cycles
per minute.

A complete blood count showed WBC of 7000/pL,
Hematocrit of 39.6%, Hemoglobin of 12.8g/dL, APTT of
33s, PT/INR of 12.8s/1.14, and liver function tests of ALT
of 21p/L, AST of 18p/L, alkaline phosphatase of 65u/L,
total bilirubin of 0.3 mg/dL, and total albumin of 4.6 g/dL.
All tests were within normal limits.

Her medication consisted of aripiprazole 20mg
daily, escitalopram 20mg daily, mirtazapine 15mg daily,
Benadryl 25mg at bedtime, and melatonin 6 mg at bed-
time. She was not on nonsteroidal anti-inflammatory
medications or oral anticoagulants. Her bleeding diathesis
was suspected to be due to escitalopram, and the dose was
reduced to 10 mg daily, with a plan for ENT referral if the
bleeding persisted.

4 | CONCLUSION AND RESULTS
(OUTCOME AND FOLLOW-UP)

At the next follow-up visit, she reported that the epistaxis
had resolved. Over a 6-month follow-up period, she did
not experience epistaxis, and escitalopram-induced
epistaxis was confirmed.

5 | DISCUSSION

In this case report, we presented a case of escitalopram-
induced epistaxis, which subsided after the dosage reduc-
tion. The evaluation did not reveal any apparent cause
of epistaxis. Reducing the dose resolved the epistaxis,
similar to previous case reports of escitalopram-induced
epistaxis.>*

Increased bleeding risk is a well-documented side ef-
fect of selective serotonin reuptake inhibitors (SSRIs),
with a meta-analysis estimating the risk of bleeding to be
about 36% with a range of 12% to 64%.> Gastrointestinal
bleeding and intracranial bleeding are usually the most
commonly reported, especially when SSRIs are used in
combination with NSAIDs and other anticoagulants.*>
SSRIs decrease nitric oxide production by inhibiting ni-
tric oxide synthase, which leads to decreased platelet ag-
gregation and increased bleeding.” They also inhibit the
entry of serotonin from blood into platelets, which leads
to reduced platelet aggregation and increased bleeding
time.® Bleeding risk with SSRIs is related to binding af-
finity at serotonin receptors,"* with higher affinity SSRIs
such as fluoxetine, paroxetine, and sertraline having
the highest bleeding risk."*!! Citalopram, fluvoxam-
ine, escitalopram, amitriptyline, imipramine, and ven-
lafaxine have intermediate affinity and a lower risk of
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bleeding, while the lowest risk is with mirtazapine, bu-
propion, agomelatine, desipramine doxepin, nortripty-
line, phenelzine, tranylcypromine, and trazodone. 1!
There is no consensus on the timing of bleeding risk
from SSRIs use, with some studies proposing that risk
is highest in the first 30 days of use; however, the risk of
bleeding has been estimated to be as late as 3years after
the onset of SSRIs.’

Epistaxis is rare with escitalopram use, with only a few
case reports. In an open-label trial of escitalopram for a
night eating disorder, one participant discontinued escit-
alopram due to epistaxis.'® In another randomized control
trial of escitalopram on preventing depression in patients
with acute coronary syndrome, two cases developed upper
gastrointestinal bleeding, menorrhagia, and epistaxis."* In
the previous case reports, the patients developed epistaxis
without other causative medications or other medical con-
ditions predisposing to epistaxis, similar to this patient. In
this case, the patient developed epistaxis after 6 months on
20mg of escitalopram and 8 months of commencement of
escitalopram. This was longer than previously reported,
2weeks' and 2months.* It is worth noting that in those
cases, escitalopram dosage was increased rapidly over a
short period compared to this case, which may account
for the delay in the onset of epistaxis.

The paucity of case reports of escitalopram-induced
epistaxis may be due to under-reporting, probably due to
non-clinically significant bleeding, or because no connec-
tion was made between bleeding and concurrent use of
escitaloplram.4 However, clinicians need to be aware of
the increased risk of bleeding with SSRIs, especially in
patients who are taking concomitant medications that in-
crease bleeding risk, such as NSAIDs or anticoagulants.
In addition, alcohol use has been shown to increase the
risk of bleeding by decreasing platelet aggregation and re-
lease, increasing platelet destruction, and inhibiting plate-
let function.'* Therefore, patient consuming excessive
amounts of alcohol may also be at increased risk for bleed-
ing when using escitalopram and should be counseled on
reducing their alcohol intake. In patients at risk for bleed-
ing, it may be prudent to prescribe SSRIs or other antide-
pressants with lower bleeding risk, such as mirtazapine or
bupropion.
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