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Abstract:

Escitalopram is a drug originally approved treatment of major depressive disorders (MDD). In the pharmacotherapy of obsessive
compulsive disorders (OCD), general anxiety disorder (GAD) and post-traumatic stress disorder (PSTD), escitalopram may be
considered a first-line treatment due to its good tolerability and lack of withdrawal symptoms. However, aside approved uses of
escitalopram, the drug has found clinically-evidence-based uses for which it was not originally recognized. The objective of this
review was to evaluate the unapproved uses of escitalopram in medicine. Electronic searches for relevant literature were
undertaken in Google scholar, MEDLINE, EMBASE, PubMed, and Science Direct. Literatures and studies were considered in
which escitalopram uses, facts about clinical uses of escitalopram, off-label uses, and limitations of the off-label uses were
discussed. Eating disorders, pain management, premature ejaculation, autism spectrum disorders, cancer, hot flashes and
premenstrual syndrome were identified as some of the off-label uses of escitalopram. For eating disorders; major depressive
disorder, anxiety disorder, and obsessive compulsive disorder associated with abnormal eating patterns are all serious mental
illnesses that often occur together, therefore escitalopram is used to alleviate the symptoms and conditions such as obesity resulting
from this disorders. Escitalopram may alleviate pain through a number of different processes. Neuropathy pain can be alleviated
by antidepressants because of their ability to block sodium channels. Patients with persistent erectile dysfunction (PE) whose
condition is managed with daily escitalopram medication have reportedly seen changes in semen parameters. Some studies
mentioned that escitalopram use gave relief from hot flashes and other menopausal symptoms within one week. Hepatocellular
carcinoma (HCC) and autism were identified as other diseases managed with escitalopram. Lack of sufficient data to support use,
and proliferated chances for adverse events were included as the drawbacks of off-label uses of escitalopram. However, certain
factors such as fewer availability of approved treatments for the illness are considered in the off-label uses of escitalopram.
Although escitalopram expands therapy possibilities for some individuals who had none before, it's crucial to remember that it
does have some adverse effects that may lessen the quality of life for those who take it. Depression is a comorbidity for many of the
off-label disorders. Therefore, in many circumstances, the antidepressant may just alleviate symptoms while more therapy is
required to address the underlying cause of the depression. Evidence on off-label antidepressant usage must be generated and
provided to clinicians in order to improve prescribing practices.
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BACKGROUND:

One hundred European, North American, and other
countries authirused the use of escitalopram over a
decade ago(1). Escitalopram (Cipralex®, Lexapro®)
is an SSRI that has been proven effective in the
treatment of MDD and anxiety disorder(1). In
furthermore, escitalopram has been found to have a
protective effect on the relapse and recurrence of
MDD when administered over the long term.
Escitalopram is recommended for the treatment of
major depressive disorder (MDD), obsessive-
compulsive disorder (OCD), panic disorder (panic
attack), social anxiety disorder (SAD), and generalized
anxiety disorder (GAD) (1). Patients with social
anxiety disorder (SAD) treated with any dose of
escitalopram showed statistically and clinically
significant improvement compared to those treated
with placebo (2). There is promising evidence that the
benefit-risk ratio for escitalopram in SAD is favorable,
given the drug's efficacy and its acceptable safety.

In the pharmacotherapy of OCD, GAD, PTSD, and
social phobia, it may be considered a first-line
treatment due to its good tolerability and lack of
withdrawal symptoms (3).

Of all SSRiIs, it has the greatest therapeutic window. It
is a type of medication known as a selective serotonin
reuptake inhibitor (4). The serotonin transporter in
humans is inhibited in a dose- and selectivity-
dependent manner by this medication (1). It increases
serotonin activity in the brain by blocking its
reabsorption at presynaptic nerve terminals. Allosteric
action is present in escitalopram as well. It also has a
low potential for medication interactions (1). (3).

It is the S-enantiomer of citalopram 2, making it a
racemic citalopram (RS-citalopram) that contains both
the active S-enantiomer and the clinically ineffective
R-enantiomer (1,5). The S-enantiomer of RS-
citalopram, which is the active form, was isolated to
create escitalopram.

METHODS:

Electronic searches for relevant literatures were
undertaken in Google scholar, MEDLINE, EMBASE,
PubMed, and Science Direct. The keywords queries
used were ‘off-label uses of escitalopram’,
‘escitalopram’, uses of ‘escitalopram’, ‘unapproved
uses of escitalopram’. 197 relevant published studies
and literatures were listed by the searches, 63 of them
were identified as relevant and evaluated for key
information. 48 of the Literatures and studies were
considered and referenced in which escitalopram uses,
facts about clinical uses of escitalopram, off-label
uses, and limitations of the off-label uses were
discussed.

RESULTS:

Off-label uses (Uses not approved by the FDA)
Repurposing the medicine is one example of off-label
use. Another definition of "off-label™ is when a drug is
used in a way that deviates from the norm, whether it
be through dosing, duration, frequency, route of
administration (e.g., orally as opposed to
intravenously), or patient population (e.g. children
instead of adults). A medicine cannot be marketed by
a pharmaceutical company for a use that has not been
authorized by a regulatory body like the Food and
Drug Administration (FDA) or the European
Medicines Agency (EMA) (EMA). While it is against
the law to promote a drug for an unapproved use, it is
not against the law for a doctor to prescribe a drug for
an unapproved use. (6). Premenstrual dysphoric
disorder, hot flashes sensations of menopause, and
pain management are some of the conditions for which
escitalopram is used off-label (4).

Eating Disorders (ED)

Aberrant eating habits are diagnostic of an eating
disorder and have deleterious effects on a person's
nutritional intake and overall well-being. Anorexia
nervosa, bulimia nervosa, and binge eating disorder
are the three most common types of eating disorders
(6). Major depressive disorder, anxiety disorder, and
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obsessive-compulsive disorder are all serious mental
illnesses that often occur together (7,8). Significantly
low body weight, an extreme fear of weight increase,
and a distorted body perception are the major criteria
for making a diagnosis of anorexia nervosa (6).
Recurrent binges (overeating linked with lack of
control) and improper coping behavior, including
vomiting, extreme activity level, or skipping meals,
are diagnostic criteria for bulimia nervosa. The most
frequent form of eating disorder is binge eating
disorder, which differs from bulimia nervosa in that
those affected do not engage in excessive
compensatory behaviors after bingeing.
Underdiagnosed and inadequately treated, an eating
problem is strongly linked to obesity (7).
Improvements in therapy are needed since eating
disorders have the greatest mortality rate of any mental
health disease (9). While high-dose escitalopram has
been shown to be effective in reducing both weight and
the overall severity of illness, it may not be effective
in reducing the obsessive-compulsive symptoms of
BED (10).

The FDA-approved prescription for binge eating
disorder is lisdexamfetamine, a prodrug of D-
amphetamine, and it is generally recommended above
antidepressants. However, antidepressants may be
warranted as first-line treatment for those who also
suffer from co-occurring conditions including anxiety
and depression. Treatment of bulimia nervosa with a
single antidepressant has been shown to be beneficial
in clinical trials, however this cannot be said for
anorexia nervosa (8). Escitalopram and other
antidepressants should be taken in conjunction with
dietary rehabilitation and talk therapy (8). The
involvement of the serotonin, noradrenaline, and
dopamine systems in the pathophysiology of bulimia
nervosa and binge eating disorder may account for the
success of antidepressants in treating these conditions
(11,12).

As of yet, there is no treatment for AN that has been
approved by the Food and Drug Administration in the
United States, and those that do exist are not
particularly effective (8). Because of their limited
effectiveness  (8), antidepressants are  not
recommended as a stand-alone therapy for anorexia,
and instead should be used in conjunction with dietary
rehabilitation and psychotherapy. When it comes to
the acute treatment phase of anorexia in underweight
individuals, there is a general lack of evidence to
support the use of SSRIs. Clinicians should therefore
avoid giving antidepressants to patients while they are
in the hospital working to regain their weight and
nutrition. Once a person's weight has been recovered,
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the next step in treatment is maintenance, but at this
time there is conflicting evidence about the role of
SSRIs and the benefits they provide for those with
anorexia. When prescribing an SSRI, doctors need to
utilize their best judgment. Anorexic individuals who
have had their weight restored may have a higher
chance of long-term success with treatment if they
undergo a mix of psychotherapy and various
pharmaceutical modalities, with the premise that their
efficacy may be additive or even synergistic.

Night eating syndrom (NES) is a rare condition in
which a person experiences extreme hunger just before
bedtime or in the middle of the night. Treatment with
escitalopram for 12 weeks was not more effective than
placebo in decreasing NES symptoms in a randomized
controlled trial (13). Anorexia has a built-in resistance
to treatment (14). Medication and CBT used together
have been more successful than either method alone in
treating BN and BED. Unfortunately, there is a lack of
information regarding the long-term effectiveness of
pharmacotherapy for EDs. Pharmacotherapy for EDs,
both short and long term, continues to present
difficulties for clinicians. (14).

Managing episodes of binge eating and reducing
excess weight are common treatment objectives for
those who suffer from binge eating disorder (15).
Dietary and lifestyle changes, talk therapy, and
pharmaceuticals are only some of the treatments that
have been tried. The binge eating behavior can be
reduced with diet and lifestyle modifications, and one
can expect to lose some weight as a result. Numerous
psychotherapies have been useful, most notably in
halting binge eating, although these programs often
have a negligible effect on reducing body mass.
Several pharmaceutical therapies have been created,
with an emphasis on antidepressants (used for their
anti-binge eating effects) and weight loss medications.
Both have been demonstrated to have some degree of
usefulness, though, as before, antidepressants appear
to have a particularly hard time resulting in sustained
weight loss. Psychotherapy in conjunction with
pharmaceutical treatment, if available, is likely the
most effective method for treating binge eating
disorder.

Chronic Pain management

Rheumatoid arthritis (RA) is a chronic inflammatory
disorder for which there is presently no cure, and
chronic pain is a common symptom. As a result, the
primary goals of RA treatment are pain reduction and
functional enhancement. Similarly to other chronic
pain diseases, antidepressants are used to treat RA.
Even though there are a number of studies that
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compare antidepressant medication to other treatments
for RA (such as placebo and non-pharmacological
therapies), these trials are not strong enough to draw
any conclusions about the efficacy of the
antidepressants (16). One case report describes a
patient with rheumatoid arthritis (RA) whose
symptoms improved while using escitalopram (an
SSRI) for depression (17). To completely justify the
prescription of antidepressants for patients with RA,
more high-quality clinical trials are needed in this
sector. We still don't understand the underlying
mechanisms through which antidepressants relieve
pain. Simplest of all, these medications work by
raising levels of neurotransmitters in the spinal cord,
which in turn dampens pain signals. However,
antidepressants are notoriously sluggish in their
effects.

Antidepressants may alleviate pain through a number
of different processes. Neuropathy pain can be
alleviated by antidepressants because of their ability to
block sodium channels (18). This results in an
inhibition of discharges from damaged nerves (19).

Despite the absence of a depressive episode in certain
patients, antidepressants are frequently used for the
management of chronic pain in a variety of settings.
Unfortunately, the antidepressant doses used in such
medical procedures are typically lower than what is
necessary to exhibit antidepressant effects.

Premature Ejaculation

Most PE medications are either experimental or are
used off-label, hence there is no definitive treatment
for PE. (20). Selective serotonin reuptake inhibitors
have emerged as the primary and first-line treatment
for lifelong premature ejaculation (PE) thanks to the
neurobiological approach (21). Prompt ejaculation can
be effectively treated with selective serotonin reuptake
inhibitors  (SSRIs)  like escitalopram  (22).
Antidepressants for premature ejaculation have been
studied, and escitalopram, being one of the most well-
known selective serotonin reuptake inhibitors, was
utilized in this research. Intravaginal ejaculatory
latency time (IELT) showed a delay in ejaculation
after daily escitalopram 10 mg treatment for patients
with definite PE. Furthermore, any drug-related
adverse effects that did surface during treatment
generally diminished and became minimal by the
fourth week. (16).

In contrast, escitalopram treatment was associated
with statistically and clinically significant decreases in
sperm concentration, motility, and morphology
relative to pre-treatment levels (23). Patients with
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persistent erectile dysfunction (PE) whose condition is
managed with daily escitalopram medication report
changes in semen parameters. It is not known why
SSRis differ in their inhibitory action on ejaculation,
despite the fact that they are all active in the same
diseases, such as depression, anxiety disorders,
ohsessive-compulsive disorder, and others. (22).

Hot flashes

The use of antidepressants to alleviate hot flashes
experienced by menopausal women is supported by
substantial evidence. Escitalopram is an example of
such antidepressants (24). Another study indicated that
Escitalopram at doses of 10-20 mg daily is an effective
and well-tolerated non-hormonal off-label treatment
for menopausal hot flashes in healthy women (25).
Relief from hot flashes and other menopausal
symptoms is observed to be immediate (within one
week), making this a potentially viable and effective
therapy option for women in generally good health
who might not otherwise seek antidepressant treatment
(26),(27).

Autism

Patients with Autism Spectrum Disorder (ASD) are
often prescribed selective serotonin  reuptake
inhibitors like escitalopram (28).

Cancer

There is little hope for patients diagnosed with
hepatocellular carcinoma (HCC). There is new
evidence that SSRIs like escitalopram can decrease
cancer growth (29). As such, the results of this trial
provide credence to the idea that escitalopram may
have therapeutic value in the treatment of HCC.

The drawbacks of off-label uses.

Antidepressants have been widely recommended by
primary care physicians for reasons other than
depression over the past decade. And when
antidepressants weren't being taken for depression, it
was discovered that over half of all prescriptions were
being used for something other than what the
manufacturer intended (30).

When there is insufficient data to prove that the
benefits of the drug outweigh the risks, off-label
prescribing must be closely monitored (31,32). Use of
ineffective antidepressants is worrisome because it
results in wasteful spending and puts patients at risk
for unpleasant side effects and perhaps life-threatening
adverse events. For instance, newer antidepressants
like selective serotonin reuptake inhibitors (SSRIs) are
more expensive and have been linked to notable side
effects and safety issues than older antidepressants like
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tricyclic antidepressants (TCAs), despite being safer
and more palatable. Sexual dysfunction, sleepiness,
insomnia, weight gain, and fatigue (33-35); increased
risk of fractures14 and upper gastrointestinal bleeding;
fatigue; drowsiness; insomnia; (36,37). Furthermore,
patients who take antidepressants off-label may be at
risk for adverse effects if their clinical characteristics
differ from those of the patient populations used in the
drug's pre-market clinical trials (38). Using a medicine
outside of its approved indication increases the chance
of adverse events by 54% compared to when the drug
is used in accordance with the manufacturer's
instructions (39).

Estimates suggest that 29% of antidepressants are used
for purposes other than those approved by the
FDA(40), although it is not known how often or to
what extent this occurs. As a result, Wong et al.
conducted research into the credibility of
antidepressants' unapproved usage. Scientific support
for using escitalopram for off-label purposes in the
treatment of panic disorders was established by the
study.

Considerations for Unapproved Uses

Doctors may prescribe antidepressants for unapproved
uses due to a number of factors in the patient's
environment. As the number of drugs available to
doctors continues to grow, it becomes increasingly
difficult for them to keep track of which patients can
safely take which medications,(41) especially
considering that some drug corporations have been
caught promoting their products for unapproved uses
(42). Pharmaceuticals of the same class may be
assumed to be interchangeable by doctors, therefore
external factors like health insurance formularies may
affect which drugs doctors choose to prescribe (43,44).
Patients participating in the public drug insurance
plan, for instance, may not have access to escitalopram
in some healthcare facilities. Patients covered by
public medication insurance may only get
escitalopram 4.7% of the time, but citalopram 51.4%
of the time from the study physicians who prescribe
SSRIs. Study doctors may prescribe either
escitalopram or citalopram to patients covered by
private drug plans (29.3% and 31.7% of all SSRI
prescriptions for patients with private drug plans,
respectively) (30).

Third, if other therapies for a given indication are
contraindicated or seen as greater risk drugs, primary
care providers might prescribe antidepressants off-
label. As an illustration, benzodiazepines and Z
medicines like zolpidem and zaleplon have shown
successful in treating insomnia (45). These
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medications, however, have been labeled as possibly
inappropriate therapies for older persons and, if
prescribed, could even have a detrimental impact on
providers' quality and performance metrics (46). As a
result, many doctors may opt to utilize trazodone as an
alternative medication for their elderly patients since
they consider it to be less dangerous.

These results highlight the need of taking into account
the quality of evidence supporting risk-benefit when
prescribing an antidepressant, particularly if the
medicine is known to have significant unpleasant side
effects. In the absence of conclusive data, doctors
should proceed with care, prescribe conservatively,
and involve patients in the decision-making process
47).

Even though manufacturers are prohibited from
promoting "off-label" usage, there is a possibility that
such uses are beneficial medical procedures (48).
Neither on-label nor off-label use of drugs are
restricted by the FDA. If a drug's maker determines
that the effort required to add new indications to the
drug's label is worthwhile, a supplemental new drug
application can be filed (43). A pharmaceutical
company must spend resources gathering data and
going through the FDA filing process in order to obtain
a designated indication. If the drug in question has
gone generic, it's possible that investing in the
company would be a waste of money. Because of this,
the label may not accurately reflect the state of
knowledge regarding the efficacy of the drug.

Off-label uses of antidepressants are commonly
symptom-based diseases for which there are no FDA-
approved medication therapies. A lack of appropriate
pharmacotherapy may be reflected in the fact that
primary care physicians are turning to antidepressants
as a treatment of last resort for certain disorders.

Understanding the contexts in which there may be a
disincentive to seek a change in a designated
indication, even when essential, can be gained by
studying how drugs are administered off label.
Additionally, it may highlight areas where additional
physician education is required, such as when a certain
off-label use has been found to be hazardous or
ineffective yet the medication is still being
administered. Finally, by looking at off-label use,
opportunities can be found to conduct more rigorous
studies to corroborate the perceived effectiveness in
clinical practice.
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CONCLUSION:

In recent years, there has been a dramatic increase in
the use of antidepressants like escitalopram in Western
countries. This is partly because of all the ways people
are putting them to use that aren't technically approved
by the FDA. Although escitalopram expands therapy
possibilities for some individuals who had none
before, it's crucial to remember that it does have some
adverse effects that may lessen the quality of life for
those who take it. Depression is a comorbidity for
many of the off-label disorders. Therefore, in many
circumstances, the antidepressant may just alleviate
symptoms while more therapy is required to address
the underlying cause of the depression.

Evidence on off-label antidepressant usage must be
generated and provided to clinicians in order to
improve prescribing practices.
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