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LEXAPRO® (escitalopram oxalate) in the
Treatment of Major Depressive Disorder (MDD)
and Generalized Anxiety Disorder (GAD)

SPECIAL ADVERTISING SECTION
This Product Information Guide is supported by a grant from Forest Pharmaceuticals, Inc.
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Major Depressive Disorder

Major Depressive Disorder (MDD) is a serious illness
with significant morbidity and mortality risks, char-
acterized by disabling feelings of sadness and worth-
lessness. The lifetime prevalence of MDD is more than
16% in the US adult population'. The DSM-IV-TR
criteria for diagnosis includes a depressed mood or
loss of interest or pleasure in daily activities for at
least a two-week period, representing a change from a
person’s normal mood. The depressive symptoms must
have a negative impact on daily functioning. A
patient with MDD must exhibit at least five of the
following symptoms most of the day, nearly every
day: depressed or irritable mood, loss of interest or plea-
sure in activities, sudden change in weight or appetite,
sleeping difficulties, agitation, fatigue, feelings of worth-
lessness or inappropriate guile, difficulty concentrating
or making decisions, or frequent thoughts of death or
suicide?. In addition, up to 90% of depressed patients
also experience symptoms of anxiety®.

Although the exact cause of MDD is unknown,
researchers continue to study the biochemical basis
for changes in mood by examining neurotransmitters
and the neural communications they control. Theo-
ries of the cause of brain-chemical imbalances center
on the abnormal regulation of serotonergic (5-HT)
neurotransmission. Abnormal transmission of cholin-
ergic and catecholaminergic neurotransmitters may also
be part of the puzzle, as well as biochemical abnor-
malities within the neuroendocrine system.

In addition to biochemical abnormalities, other pos-
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LEXAPRO®
(escitalopram oxalate)
in the Treatment of
Major Depressive
Disorder (MDD) and
Generalized Anxiety
Disorder (GAD)

sible risk factors for the development of MDD are an
increased susceptibility to develop a major depressive
episode due to genetic factors and/or triggers such as
a death or other significant loss°. The importance of
the role of genetics, biological factors, and environ-
mental triggers may be different for each patient and
have yet to be completely understood.

Generalized Anxiety Disorder (GAD)
Generalized Anxiety Disorder (GAD) is a chronic, debil-
itating condition characterized by overwhelming and
uncontrollable anxiety. Lifetime prevalence of GAD in
the U.S. is approximately 5%’. The DSM-IV-TR crite-
ria for diagnosis includes excessive anxiety and worry for
more than six months with at least three additional symp-
toms, including restlessness, fatigue, difficulty in con-
centrating, irritability, muscle tension, and impaired sleep
cycle?.

As in MDD, the exact cause of GAD is unclear.
Researchers speculate the symptoms of GAD are a result
of a combination of genetic, biochemical, and/or envi-
ronmental triggers. Neurotransmitters most likely involved
in anxiety-based disorders are gamma-aminobutyric acid
(GABA), serotonin, dopamine, and epinephrine. Sero-
tonin deficiencies appear to play a significant role in
the etiology of anxiety as well as depression.

MDD and GAD are often coexisting conditions. If
patients do not meet the criteria for a dual diagnosis,
they are likely to have overlapping symptoms of depres-
sion and anxiety. As a result, serotonin reuptake inhibitors
are ideal agents for the effective treatment of these patients.
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LEXAPRO® (ESCITALOPRAM OXALATE)

Treatment

Current treatment for both MDD and GAD includes
behavioral as well as drug therapy. In general, non-
drug treatment (psychotherapy) for both MDD and
GAD includes psychotherapy techniques such as cog-
nitive-behavioral therapy and interpersonal therapy.
Cognitive-behavioral therapy helps change the think-
ing patterns that support mood disturbances; behav-
ioral therapy gives people choices as to how they can
react to environmental triggers that produce depres-
sion or anxiety.

Drug treatment for MDD includes the use of tricyclic
antidepressants (TCAs), monoamine oxidase inhibitors
(MAOIs), and the newest class of antidepressants known
as the serotonin reuptake inhibitors (SRIs). There are
two types of SRIs: selective serotonin reuptake inhibitors,
or SSRIs, including escitalopram (Lexapro), citalopram
(Celexa), fluoxetine (Prozac), fluvoxamine (Luvox), parox-
etine (Paxil), and sertraline (Zoloft); and selective sero-
tonin-norepinephrine reuptake inhibitors, or SNRIs,
including duloxetine (Cymbalta) and venlafaxine (Effexor).
The mechanism of action of these “second generation”
SRlIs is not well understood. They are most likely to effect
serotonin, norepinephrine or dopamine activity in the
central nervous system. Serotonin reuptake inhibitors
have been shown to inhibit serotonin reuptake into the
presynaptic cell, resulting in increased concentrations in
the synaptic cleft. The SSRI class is considered first line
in the treatment of depression due to the superior
safety profile of these agents compared to older com-
pounds, although their efficacy is comparable'. Gener-
ally speaking, the agents within in the SSRI class
appear to be similar in average comparative efficacy
and comparative effectiveness'.

In addition to the use of approved SRIs, TCAs, and
MAOQIs, drug treatment options for GAD include the

use of benzodiazepines, azapirones, and beta-blockers .

Focus on Lexapro (escitalopram)

Lexapro is indicated for the treatment of major depres-
sive disorder and generalized anxiety disorder in adult
patients (age 18 years or older).

Pharmacology

Escitalopram (Lexapro), the pure S-enantiomer of
the racemic compound citalopram (Celexa), is the phar-
macologically active enantiomer of the racemate. In
studies in rats, the R-enantiomer of citalopram has
been shown to inhibit the effect of escitalopram on

serotonin transport®.

Therefore, isolating the S-enantiomer produces a
more potent antidepressant than that of the racemate
citalopram, since the removal of the R-enantiomer
removes more than merely an inactive ingredient’.

Pharmacokinetics
The pharmacokinetic studies of Lexapro are linear
and dose-proportional in the dosage range of 10 to 20
mg/day. Biotransformation is primarily hepatic, and
the terminal half-life is approximately 27-32 hours,
allowing for once daily dosing. Elderly patients and
those with hepatic impairment should begin with the
10 mg daily dose. No dosage adjustment is required
in patients with mild to moderate renal impairment'’.
Absorption is not affected by food. Binding to plasma
protein is low (approximately 56%), allowing for use
with highly protein-bound drugs'2.

Efficacy in Clinical Trials

In patients who met the DSM-IV-TR criteria for a diag-
nosis of either MDD or GAD, the safety and efficacy
of a short term, eight-week course of Lexapro has
been proven in multiple placebo-controlled studies,
using the Montgomery-Asberg Depression Rating Scale
(MADRS) to measure efficacy in MDD and the Hamil-
ton Anxiety Scale (HAM-A) to measure efficacy in
GAD',

In general, Lexapro was well tolerated in clinical tri-
als for safety and efficacy in both indications, MDD
and GAD.

The most common adverse effects observed in the
715 patients with MDD treated with Lexapro in placebo-
controlled trials were insomnia, ejaculation disorder,
nausea, sweating, increased fatigue, and somnolence'®.*
The most common adverse effects observed in the
429 patients with GAD treated with Lexapro in placebo-
controlled trials were nausea, ejaculation disorder, insom-
nia, fatigue, decreased libido, and anorgasmia'®.*

* The incidence of these adverse effects was 5% or
greater, and approximately twice that observed in
the patients receiving placebo.

Comparison to Citalopram

In a meta-analysis of five clinical studies (1,545 patients)
comparing the effects of citalopram with Lexapro on
MADRS scores at week eight of treatment, Lexapro
provided an additional treatment effect of a 1.25 point
reduction on the MADRS score compared with patients
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LEXAPRO® (ESCITALOPRAM OXALATE)

on citalopram!. In one prospective head-to-head
comparison trial, Lexapro 20 mg/day also led to sig-
nificantly greater response and remission rates than
citalopram 40 mg/day’.

A clinical trial by Zimbroff and colleagues studied
depressed patients who were randomized to receive eight
weeks of lead-in treatment with citalopram, fluoxetine,
paroxetine or sertraline!!. Patients who were consid-
ered non-responders (MARDS >12) at the end of eight
weeks (N=139) were then treated with open label Lexapro
therapy (10-20 mg/day) for an additional eight
weeks. Of the 136 patients who were evaluated for effi-
cacy in this second phase of the trial, 80% completed
the eight week treatment with Lexapro. Remission rates
(defined as MADRS total score < 10) were substan-
tial, achieved by 56% of those patients switched from
sertraline, 38% of those switched from fluoxetine, 37%
of those switched from citalopram, and 34% of those
switched from paroxetine. The authors concluded
that a rapid switch to Lexapro 10-20 mg/day may
improve the symptoms of depression among patients
who did not respond to an initial trial of another SSRI'.

Contraindications, Warnings, and Precautions.

Due to reports of serious, even fatal reactions in patients
taking serotonin reuptake inhibitor drugs in combi-
nation with a monoamine oxidase inhibitor, Lexapro
is contraindicated in patients taking MAOIs. Serotonin
reuptake inhibitors, including Lexapro, should be used
with caution in patients taking tricyclic antidepressants.
Serotonin reuptake inhibitors also cause an increase risk
of bleeding when used with NSAIDs, aspirin, or
other drugs that affect coagulation. When discontinu-

ing serotonin reuptake inhibitor drugs, it is advised that
patients be monitored for adverse symptoms. When-
ever possible, the dose of these agents should be grad-
ually reduced!®.

Drug Interactions

Pharmacokinetic studies of the metabolism of Lexapro
and its metabolites have shown these are unlikely to
have significant inhibitory effects on the human
cytochrome P450 enzyme system. As a result, there is
lictle likelihood of clinically significant interactions
between Lexapro and other drugs in humans on the
basis of inhibition of this enzymatic system!2.

Conclusion

Both MDD and GAD are serious psychiatric illnesses
that carry significant morbidity and even mortality risk
if left untreated. The biochemical, genetic, and envi-
ronmental basis for these disorders is still not com-
pletely understood. The newest class of antidepressants,
known as selective serotonin inhibitors, along with
the use of modern psychotherapy techniques, has proven
both safe and effective therapy in controlling these con-
ditions and allowing patients to regain significant relief
from their often debilitating symptoms. Lexapro (esc-
italopram), a new addition to the selective serotonin
armamentarium, has proven to be an effective tool in
the comprehensive treatment of patients with the diag-
nosis of MDD or GAD.

It is important to note there is no generic substi-
tute for Lexapro (escitalopram). Also, pharmacists should
be aware that escitalopram and citalopram are not
interchangeable. %
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PATIENT INFORMATION AID:
DEPRESSION AND GENERALIZED ANXIETY DISORDER

epression is a chronic ill-
ness much like diabetes or
heart disease. It is not just

feeling “blue” or sad for a few
days. Approximately 19 million
adults in America suffer from
major depressive disorder
(MDD), a depression that lasts
for long periods of time. Com-
mon symptoms of this type of
depression include a lack of inter-
est in everyday activities, little
interest in social interaction, poor
concentration, chronic fatigue,
difficulty sleeping, and changes in
appetite.

Causes of Depression
Depression is caused by a lack of
a chemical in the brain known as
serotonin. Serotonin is an impor-
tant chemical in regulating mood.
The cause or causes of this chem-
ical imbalance are not always
clear. Sometimes there is a family
history of depression, or a trau-
matic event occurred that trig-
gered the depression and the
symptoms never went away. For
some people, depression began
with the use of a medication, a
change in hormone levels, or
abuse of a drug. In some people,
there is no apparent reason for
their depression.

Treatment Options

There are two types of treatment
for depression: psychotherapy and
antidepressant medications. Psy-
chotherapy, or behavioral coun-
seling, helps people learn about
their depression, how to cope
with the symptoms by making
changes in their behavior. Antide-
pressant medications work by cor-

recting the chemical imbalance in
the brain that causes the depres-
sion. The antidepressants most
prescribed are serotonin reuptake
inhibitors (SRIs) (which include
the selective serotonin reuptake
inhibitors or SSRIs, and the selec-
tive serotonin-norepinephrine
reuptake inhibitors or SNRIs, tri-
cyclic antidepressants (TCAs),
and monoamine oxidase
inhibitors (MAOIs). The SSRIs,
including Lexapro, work by
increasing the amount of sero-
tonin in the brain.

Understanding Generalized
Anxiety Disorder (GAD)
Generalized anxiety disorder is
also a chronic illness much like
major depressive disorder. It, too,
should be diagnosed and treated
by a doctor or qualified health
care professional. Approximately
four million Americans suffer

from this type of anxiety. GAD
slowly develops over a period of
time, often first occurring during
the childhood or teenage years.
Common symptoms of GAD
include constant worry that inter-
feres with the normal activities of
daily life, causing poor concentra-
tion, restlessness, problems sleep-
ing, and irritability. Physical
symptoms of GAD can include
stomach problems, headache,
muscle aches, and fatigue. The
worry and anxiety that patients
with GAD experience is often
overwhelming. Although they
may understand their worries are
not ordinary or realistic, patients
who suffer from GAD cannot
control these feelings.

Causes of GAD

Although the exact cause of GAD
is not clear for each patient,
researchers believe it is the result

What Should 1 Tell
My Healthcare Professional or Doctor?

When you first visit your doctor or healthcare
professional, be prepared to give a history of your
symptoms, how long they have been going on, and how
serious they have been. Bring a list of your prescription
medications, as well as the names of any over-the-counter
medicines, vitamins, or other supplements you are taking.
Be ready to ask about your treatment options. Your
doctor should explain both counseling and drug
treatments. Ask about any medications that are prescribed
for you, including how they work and their side effects.
During follow-up visits, tell your doctor honestly how
you are feeling, how you think your treatment has been
going, if you are taking your medication regularly, and if
you've had any side effects from your medication.
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PATIENT INFORMATION AID:
DEPRESSION AND GENERALIZED ANXIETY DISORDER

of a chemical imbalance in the
brain between serotonin and
dopamine. These brain chemicals
regulate mood and behavior. It is
not surprising that people with
GAD may also suffer from
depression and/or other anxiety
disorders. GAD may be more
likely in people with a family his-
tory of anxiety disorders or in
those who have experienced a
major traumatic event.

Treatment Options

Treatment of GAD includes psy-
chotherapy and antianxiety med-
ications. Psychotherapy, or
behavioral counseling, teaches
patients about their anxiety and
how to lessen their symptoms by
using techniques such as relax-
ation therapy. Antianxiety medi-

cations work by correcting the
imbalance of chemicals in the
brain that cause the excessive
anxiety of GAD. There are sev-
eral types of antianxiety medica-
tions, including benzodi-
azepines, azaspirones,
beta-blockers, tricyclic antide-
pressants (T'CAs), monoamine
oxidase inhibitors (MAOIs), and
serotonin reuptake inhibitors
(SRIs). There are 2 types of
SRIs: selective serotonin reup-
take inhibitors (SSRIs) such as
Lexapro, and selective serotonin-
norepinephrine reuptake
inhibitors (SNRIs). The sero-
tonin reuptake inhibitors work
by correcting the imbalance of
brain chemicals that are likely
responsible for both feelings of
depression and anxiety.
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Depression and

Anxiety Often Occur

at the Same Time

Many people who suffer from
serious depression also have
symptoms of anxiety, although
they may not have a diagnosis
of GAD. It is common for
people with GAD to also suffer
from major depressive disorder,
or simply show some symptoms
of depression. Several
medications used for either
depression or GAD, including
Lexapro, are effective in
treating patients with both
conditions. Since the symptoms
of depression and anxiety
overlap, it is important for
patients to be properly
diagnosed before starting
treatment.



PHGO702REV Lexa 11_19hcsc 2/12/08 1:56 PM Page 7 $

COUNSELING CORNER

The following series of questions and answers serves as a patient
education aid to assist health care professionals in counseling patients
who may require LEXAPRO® (escitalopram oxalate).

Q: What is Lexapro and how does it work?

A: Lexapro is a prescription medicine for the treatment of
depression and generalized anxiety disorder (GAD) in
adults. It is one of a family of medicines known as selective
serotonin reuptake inhibitors, or SSRIs. Lexapro® (esci-
talopram) was developed by isolating the active component
of Celexa® (citalopram), a molecule known as an isomer.
Depression and GAD can be caused by an imbalance of
certain chemicals in the brain. Lexapro helps to restore the
brain’s chemical balance by increasing the supply of sero-
tonin, a substance in the brain believed to influence mood.

Q: How and when should I take Lexapro?

A: Lexapro should be taken once every day, at approxi-
mately the same time. It may be taken with or without
food, in the morning or evening.

Q: What should I do if I miss a dose?

A: If you forget to take a dose of Lexapro, take the missed
dose that same day as soon as you remember; then call
your healthcare professional for more information. The
next day, resume according to your regular dosing sched-
ule. It is not recommended to double a dose the next day
after you missed a dose the day before. If you have more
questions about dosing, please talk to your healthcare
professional.

Q: When will I start feeling better?

A: Many patients treated with Lexapro begun to feel bet-
ter within a week or two, although the full effect may take
4 to 6 weeks.

Q: Once I feel better, can I stop taking Lexapro?

A: No, you should take your medication for as long as
your healthcare professional advises, even if you start feel-
ing better; otherwise your symptoms could return.

Q: Can I drink alcoholic beverages while taking

Lexapro?

A: As with many other medications, you should avoid
drinking alcoholic beverages while being treated with
Lexapro.

Q: Should I watch for side effects from Lexapro?

A: Most people do not have significant side effects with
Lexapro, and these often go away with continued treat-
ment. The most commonly reported side effects of
Lexapro are nausea, insomnia, problems with ejacula-
tion, sleepiness, increased sweating, fatigue, decreased
interest in sex, and lack of orgasm. These side effects
usually do not cause patients to stop taking Lexapro.

Q: Can I use Lexapro if I am pregnant or breast
feeding?

A: If you become pregnant or intend to become preg-
nant while taking Lexapro, talk to your doctor. There
have been no studies done to confirm that Lexapro is
safe to use in pregnant women. Therefore, Lexapro
should be used during pregnancy only if the potential
benefit justifies the potential risk to the unborn child.
Patients should tell their doctor if they are breast feed-
ing an infant. Lexapro, like many other medications, is
excreted in breast milk. Therefore, the doctor and
patient must decide whether to continue or discontinue
either nursing or Lexapro therapy. The decision to con-
tinue Lexapro therapy should take into account the risks
for the infant and the benefits of Lexapro treatment for
the mother.

Q: Can I take Lexapro with other medicines?

A: Generally, Lexapro is not likely to interact with other
medications. One important exception is with antide-
pressants called monoamine oxidase inhibitors
(MAOIs). Lexapro and MAQOIs should not be taken
together or within 14 days of each other. Like other
SSRI medications, caution is indicated when taking
Lexapro with tricyclic antidepressants (TCAs).

As with other psychotropic drugs that interfere with
serotonin reuptake, patients should be cautioned
regarding the risk of bleeding associated with the con-
comitant use of Lexapro with nonsteroidal anti-inflam-
matory drugs (NSAIDs), aspirin, or other drugs that
affect coagulation. Before you begin taking Lexapro,
make sure to tell your healthcare professional if you are
taking any other medications, including over-the-
counter medicines, vitamins, herbal remedies, or other
supplements.
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IMPORTANT SAFETY INFORMATION

increases in the risk of suicide. Antidepressants increased the risk of suicidality

(suicidal thinking and behavior) in children, adolescents, and young adults in
short term studies of major depressive disorder (MDD) and other psychiatric disorders.
Anyone considering the use of antidepressant therapy should be closely monitored and
observed for clinical worsening, suicidality or unusual changes in behavior, especially at
the beginning of therapy or at the time of dose changes. This risk may persist until signif-
icant remission occurs. Families and caregivers should be advised of the need for close
observation and communication with the prescriber. Lexapro is not approved for use in
pediatric patients.

Lexapro is contraindicated in patients taking monoamine oxidase inhibitors (MAOIs),
pimozide (see prescribing information section on DRUG INTERACTIONS - Pimozide
and Celexa), or in patients with hypersensitivity to escitalopram oxalate. As with other
SSRIs, caution is indicated in the coadministration of tricyclic antidepressants (TCAs)
with Lexapro. As with other psychotropic drugs that interfere with serotonin reuptake,
patients should be cautioned regarding the risk of bleeding associated with the concomi-
tant use of Lexapro with NSAIDs, aspirin, or other drugs that affect coagulation. The
most common adverse events with Lexapro versus placebo (approximately 6% or greater
and approximately 2x placebo) were nausea, insomnia, ejaculation disorder, somnolence,
increased sweating, fatigue, decreased libido, and anorgasmia.

D epression and certain other psychiatric disorders are themselves associated with

RESOURCES ON
MAJOR DEPRESSIVE DISORDER (MDD)
AND GENERALIZED ANXIETY DISORDER (GAD)

Mental Health America (formerly the American Foundation for Suicide Prevention

National Mental Health Association) 120 Wall Street, 22nd Floor

2000 N. Beauregard Street, 6th Floor Alexandria, New York, NY 10005

VA 22311 Phone (212) 363-3500

Phone (703) 684-7722 Toll-free: (888) 333-AFSP

Toll free (800) 969-6642 heep://www.afsp.org

TTY Line (800) 433-5959

http://www.nmha.org Families for Depression Awareness
395 Totten Pond Road, Suite 404

American Psychological Association (APA) Waltham, MA 02451

750 First Street, NE Phone (781) 890-0220

Washington, DC 20002-4242 heep://familyaware.org

Phone (202) 336-5500

Toll free (800) 374-2721
TDD/TTY Line (202) 336-6123
http://www.apa.org
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION

Brief Summary: For complete details, please see full prescribing information for Lexapro.

Rx Only

Suicidality and Antidepressant Drugs Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in children, ado-
lescents, and young adults in short-term studies of major depressive disorder (MDD) and other psychiatric disorders. Anyone considering the use of Lexapro or
any other antidepressant in a child, adolescent, or young adult must balance this risk with the clinical need. Short-term studies did not show an increase in the
tisk of suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction in risk with antidepressants compared to placebo
in adults aged 65 and older. Depression and certain other psychiatric disorders are themselves associated with increases in the risk of suicide. Patients of all
ages who are started on antidepressant therapy should be monitored appropriately and observed closely for clinical worsening, suicidality, or unusual changes
in behavior, Families and caregivers should be advised of the need for close observation and communication with the prescriber. Lexapro is not approved for
use in pediatric patients. (See WARNINGS: Clinical Worsening and Suicide Risk, PRECAUTIONS: Information for Patients, and PRECAUTIONS: Pediatric Use)

CONTRAINDICATIONS Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs) is contraindicated (see WARNINES) Cnncomnant use in patients
taking pimozide is contraindicated (see Drug Interactions — Pimozide and Celexa). Lexapro i i in patients with a or citalo-

ticularly during treatment initiation and dose increases (see WARNINGS - Serotonin Syndrome). CNS Drugs - Given the primary CNS effects of escitalopram, caution
should be used when it is taken in combination with other centrally acting drugs. Alcohol - Although Lexapro did not potentiate the cognitive and motor effects of alco-
holin a clinical trial, as with other psychotropic medications, the use of alcohol by patients taking Lexapro is not recommended. Monoamine Oxidase Inhibitors (MAOIs)
- See CONTRAINDICATIONS and WARNINGS. Drugs That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, etc.) Serotonin release by platelets plays an impor-
tant role in hemostasis. Epidemiological studies of the case-control and cohort design that have demonstrated an association between use of psychotropic drugs that
interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding have also shown that concurrent use of an NSAID or aspirin potentiated the risk
of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently with Lexapro. Cimetidine - In subjects who had received 21 days of 40 mg/day
racemic citalopram, combined administration of 400 mg/day cimetidine for 8 days resulted in an increase in citalopram AUC and G, of 43% and 39%, respectively.
The clinical significance of these findings is unknown. Digoxin - In subjects who had received 21 days of 40 mg/day racemic citalopram, combined administration of
citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmacokinetics of either citalopram or digoxin. Lithium - Coadministration of racemic
citalopram (40 mg/day for 10 days) and lithium (30 mmol/day for 5 days) had no significant effect on the pharmacokinetics of citalopram or lithium. Nevertheless,
plasma lithium levels should be monitored with appropriate adjustment to the lithium dose in accordance with standard clinical practice. Because lithium may enhance

pram or any of the inactive ingredients in Lexapro. WARNINGS WARNINGS-Clinical Worsening and Suicide Risk Clinical Worsening and Suicide Risk Patients with
major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression and/or the emergence of suicidal ideation and behavior
(suicidality) or unusual changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until significant remission occurs.
Suicide is a known risk of depression and certain other psychiatric disorders, and these disorders themselves are the strongest predictors of suicide. There has beena
long-standing concern, however, that antidepressants may have a role in inducing worsening of depression and the emergence of suicidality in certain patients during
the early phases of treatment. Pooled analyses of short-term placebo-controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase the
risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with major depressive disorder (MDD) and other psychiatric
disorders. Short-term studies did not show an increase in the risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduc-
tion with antidepressants compared to placebo in adults aged 65 and older. The pooled analyses of placebo-controlled trials in children and adolescents with MDD, obses-
sive compulsive disorder (OCD), or other psychiatric disorders included a total of 24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled
analyses of placebo-controlled trials in adults with MDD or other psychiatric disorders included a total of 295 short-term trials (median duration of 2 months) of 11 anti-
depressant drugs in over 77,000 patients. There was considerable variation in risk of suicidality among drugs, but a tendency toward an increase in the younger patients
for almost al drugs studied. There were differences in absolute risk of suicidality across the different indications, with the highest incidence in MDD. The risk differences
(drug vs. placebo), however, were relatively stable within age strata and across indications. These risk differences (drug-placebo difference in the number of cases of
suicidality per 1000 patients treated) are provided in Table 1. TABLE 1: Age Range and Drug-Placebo Difference in Number of Cases of Suicidality per 1000 Patients
Treated: Increases Compared to Placebo; <18 (14 additional cases); 18-24 (5 additional cases); Decreases Compared to Placebo; 25-64 (1 fewer case); =65 (6 fewer
cases). No suicides occurred in any of the pediatri trials. There were suicides in the adult trials, but the number was not sufficient to reach any conclusion about drug
effect on suicide. It is unknown whether the suicidality risk extends to longer-term use, i.e., beyond several months. However, there is substantial evidence from
placebo-controlled maintenance trials in adults with depression that the use of antidepressants can delay the recurrence of depression. All patients being treated with
antidepressants for any indication should be monitored appropriately and observed closely for clinical worsening, suicidality, and unusual changes in behavior,
especially during the initial few months of a course of drug therapy, or at times of dose changes, either increases or decreases. The following symptoms, anxiety,
agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been reported in
adult and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric.
Atthough a causal link between the emergence of such symptoms and either the worsening of depression and/or the emergence of suicidal impulses has not been estab-
lished, there s concern that such symptoms may represent precursors to emerging suicidality. Consideration should be given to changing the therapeutic regimen,
including possibly discontinuing the medication, in patients whose depression is persistently worse, or who are experiencing emergent suicidality or symptoms that
might be precursors to worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part of the patient's presemmg Symp-

the effects of caution should be exercised when Lexapro and lithium are coadministered. Pimozide and Celexa - In a controlled study, a
single dose of pimozide 2 mg co-administered with racemic citalopram 40 mg given once daily for 11 days was associated with a mean increase in QT values of approx-
imately 10 msec compared to pimozide given alone. Racemic citalopram did not alter the mean AUC or C, of pimozide. The mechanism of this pharmacodynamic
interaction is not known. Sumatriptan - There have been rare postmarketing reports describing patients with weakness, hyperreflexia, and incoordination following the
use of an SSRI and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e.q., fluoxetine, fluvoxamine, paroxetine, sertrafine, citalopram, escitalopram)
is clinically warranted, appropriate observation of the patient is advised. Theophyliing - Combined administration of racemic citalopram (40 mo/day for 21 days) and
the CYP1A2 substrate theophylline (single dose of 300 mg) did not affect the pharmacokinetics of theophylline. The effect of theophylline on the pharmacokinetics of
citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemic citalopram for 21 days did not affect the pharmacokinetics of warfarin, a CYP3A4
substrate. Prothrombin time was increased by 5%, the clinical significance of which is unknown. Carbamazepine - Combined administration of racemic citalopram
(40 mg/day for 14 days) and carbamazepine (titrated to 400 mg/day for 35 days) did not significantly affect the pharmacokinetics of carbamazepine, a CYP3A4
substrate. Although trough citalopram plasma levels were unaffected, given the enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might
increase the clearance of escitalopram should be considered if the two drugs are coadministered. Triazolam - Combined administration of racemic citalopram (titrated
to 40 mg/day for 28 days) and the CYP3A4 substrate triazolam (single dose of 0.25 mg) did not significantly affect the pharmacokinetics of either citalopram or
triazolam. Ketoconazole - Combined administration of racemic citalopram (40 mg) and ketoconazole (200 mg), a potent CYP3A inhibitor, decreased the Gy, and AUC
of ketoconazole by 21% and 10%, respectively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir - Combined administration of a single dose
of ritonavir (600 mg), both a CYP3A4 substrate and a potent inibitor of CYP3A4, and escitalopram (20 mg) did ot affect the pharmacokinetics of either ritonavir or
escitalopram. CYP3A4 and -2C19 Inhibitors - In vitro studies indicated that CYP3A4 and -2C19 are the primary enzymes involved in the metabolism of escitalopram.
However, coadministration of escitalopram (20 mg) and ritonavir (600 mg), a potent inhibitor of CYP3A4, did not significantly ffect the pharmacokinetics of escitalo-
pram. Because escitalopram is metabolized by muttiple enzyme systems, inhibition of a single enzyme may not appreciably decrease escitalopram clearance. Drugs
Metabolized by Cytochrome P4502D6 - In vitro studies did not reveal an inhibitory effect of escitalopram on CYP2DS. In addition, steady state levels of racemic
citalopram were not significantly different in poor metabolizers and extensive CYP2D6 metabolizers after multiple-dose administration of citalopram, suggesting that
coadministration, with escitalopram, of  drug that nfibits CYP2DB, is unfikely to_ have cinially S|gnmcam effects on escitalopram metabolism. However, there are
limited in vivo data suggesting a modest CYP2D6 inhibitory effect for escit (20 mg/day for 21 days) with the tricyclic anti-
depressant desipramine (single dose of 50 mg), a substrate for CYP2DG, resulted m a 40% increase in Cmax and a 100% increase in AUC of desipramine. The clinical
significance of this finding is unknown. Nevertheless, caution is indicated in the coadministration of escitalopram and drugs metabolized by CYP2D8. Metoprolol -

Administration of 20 mg/day Lexapro for 21 days in healthy volunteers resuted in a 50% increase in Gy, and 82% increase in AUC of the beta-adrenergic blocker meto-
prolol (given in a single dose of 100 mg). Increased metoprolol plasma levels have been associated with decreased cardioselectivity. Coadministration of Lexapro and
metoprolol had no clinically 5|gn|fmant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT) - There are no clinical studies of the combined use of

toms. If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as is feasible, but with recognition that abrupt i
can be associated with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION—Discontinuation of Treatment with Lexapro, for a description of
the risks of discontinuation of Lexapro). Families and caregivers of patients being treated with antidepressants for major depressive disorder or other indications,
hoth psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of agitation, initability, unusual changes in behav-
ior, and the other symptoms described above, as well as the emergence of suicidality, and to report such symptoms immediately to health care providers. Such
monitoring should include daily observation by families and caregivers. Prescriptions for Lexapro should be written for the smallest quantity of tablets consistent
with good patient management, in order to reduce the risk of overdose. Screening Patients for Bipolar Disorder: A major depressive episode may be the inital pres-

ECT and Impairment of Fertility Carcinogenesis Racemic citalopram was administered in the diet to NMRI/BOM strain
mice and COBS WI strain rats for 18 and 24 months, respectively. There was no evidence for carcinogenicity of racemic citalopram i mice receiving up to 240 mg/kg/day.
There was an increased incidence of small intestine carcinoma in rats receiving 8 or 24 m/kg/day racemic citalopram. A no-effect dose for this finding was not estab-
lished. The relevance of these findings to humans is unknown. Mutagenesis Racemic citalopram was mutagenic in the in vitro bacterial reverse mutation assay (Ames
test) in 2 of 5 bacterial strains (Salmonella TA98 and TA1537) in the absence of metabolic activation. It was clastogenic in the in vitro Chinese hamster lung cell assay
for chromosomal aberrations in the presence and absence of metabolic activation. Racemic citalopram was not mutagenic in the in vitro mammalian forward gene muta-
tion assay (HPRT) in mouse lymphoma cells or in a coupled in vitralin vivo unscheduled DNA synthesis (UDS) assay in rat liver. It was not clastogenic in the in itro

entation of bipolar disorder. Itis generally believed (though not established in controlled trials) that treating such an episode with an alone may increase
the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described above represent such a conver-
sion is unknown. However, prior to initiating treatment with an antidepressant, patients with depressive symptoms should be adequately screened to determine if they
are at risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depression. It
should be noted that Lexapro is not approved for use in treating bipolar depression. Potential for Interaction with Monoamine Oxidase Inhibitors In patients receiv-
ing serotonin reuptake inhibitor drugs in combination with a monoamine oxidase inhibitor (MAOI), there have been reports of serious, sometimes fatal, reactions
including hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital signs, and mental status changes that include extreme
agitation progressing to delirium and coma. These reactions have also been reported in patients who have recently discontinued SSRI treatment and have been
started on an MAOI. Some cases presented with features resembling neuroleptic malignant syndrome. Furthermore, limited animal data on the effects of com-
bined use of SSRIs and MAOIs suggest that these drugs may act synergistically to elevate blood pressure and evoke behavioral excitation. Therefore, it is rec-
ommended that Lexapro should not be used in combination with an MAOI, or within 14 days of discontinuing treatment with an MAOI. Similarly, at least 14 days
should be allowed after stopping Lexapro before starting an MAOI. Serotonin syndrome has been reported in two patients who were concomitantly receiving line-
2olid, an antibiotic which is a reversible non-selective MAOI. Serotonin Syndrome: The development of a potentially life-threatening serotonin syndrome may occur
with SNRIs and SSRIs, including Lexapro treatment, particularly with concomitant use of serotonergic drugs (including triptans) and with drugs which impair metabo-

lism of serotonin (including MAOIs). Serotonin syndmme symptoms may include mental status changes 1eg ag\lallon hallucinations, coma), autonomic instability
(e.0., tachycardia, labile blood pressure, aberrations (e, ndjor symptoms (e.g., nausea,
vomiting, diarrhea). The concomitant use of Lexapro with MAOIs intended to treat depression s contraindicated (see CONTRAINDICATIONS and WARNINGS - Potential
for Interaction with Monoamine Oxidase Inhibitors.) If concomitant treatment of Lexapro with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted,
careful observation of the patient is advised, particularly during treatment initiation and dose increases (see PRECAUTIONS - Drug Interactions). The concomitant use of
Lexapro with serotonin precursors (such as tryptophan) is not recommended (see PRECAUTIONS - Drug Interactions). PRECAUTIONS General Discontinuation of
Treatment with Lexapro During marketing of Lexapro and other SSRIs and SNRIs (serotonin and norepinephrine reuptake infibitors), there have been spontaneous reports
of adverse events occurring upon discontinuation of these drugs, particularly when abrupt, including the following: dysphoric mood, irritability, agitation, dizziness, sen-
sory disturbances (e.g., paresthesias such as electric shock sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia, and hypomania. While these
events are generally seff-imiting, there have been reports of serious discontinuation symptoms. Patients should be monitored for these symptoms when discontinuing
treatment with Lexapro. A gradual reduction in the dose rather than abrupt cessation is recommended whenever possible. f intolerable symptoms occur following a
decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physician may contin-
ue decreasing the dose but at a more gradual rate (see DOSAGE AND ADMINISTRATION). Abnormal Bleeding Published case reports have documented the occurrence
of bleeding episodes in patients treated with psychotropic drugs that interfere with serotonin reuptake. Subsequent epidemiological studies, both of the case-control and
cohort design, have demonstrated an association between use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper astrointestinal
bleeding. In two studies, concurrent use of a nonsteroidal anti-inflammatory drug (NSAID) or aspirin potentiated the risk of bleeding (see Drug Interactions). Although
these studies focused on upper gastrointestinal bleeding, there is reason to believe that bleeding at other sites may be similarly potentiated. Patients should be cautioned
regarding the risk of bleeding associated with the concomitant use of Lexapro with NSAIDs, aspirin, or other drugs that affect coagulation. Hyponatremia Cases of
hyponatremia and SIADH (syndrome of inappropriate antidiuretic hormone Secretion) have been reported in association with Lexapro treatment. Al patients with these
events have recovered with discontinuation of escitalopram and/or medical intervention. Hyponatremia and SIADH have also been reported in association with other
marketed drugs effective in the treatment of major depressive disorder. Activation of Mania/Hypomania In placebo-controlled trials of Lexapro in major depressive dis-
order, activation of mania/hypomania was reported in one (0.1%) of 715 patients treated with Lexapro and in none of the 592 patients treated with placebo. One addi-
tional case of hypomania has been reported in association with Lexapro treatment. Activation of mania/hypomania has also been reported in a small proportion of patients
with major affective disorders treated with racemic citalopram and other marketed drugs effective in the treatment of major depressive disorder. As with all drugs effec-
tive in the treatment of major depressive disorder, Lexapro should be used cautiously in patients with a history of mania. Seizures Although anticonvulsant effects of
racemic citalopram have been observed in animal studies, Lexapro has not been systematically evaluated in patients with a seizure disorder. These patients were exclud-
ed from clinical studies during the products premarketing testing. In clinical trials of Lexapro, cases of convulsion have been reported in association with Lexapro treat-
ment. Like other drugs effective in the treatment of major depressive disorder, Lexapro should be introduced with care in patients with a history of seizure disorder.
Interference with Cognitive and Motor Performance In a study in normal volunteers, Lexapro 10 mg/day did not produce impairment of intellectual function or psy-
chomotor performance. Because any psychoactive drug may impair judgment, thinking, or motor skills, however, patients should be cautioned about operating haz-
ardous machinery, including automobiles, until they are reasonably certain that Lexapro therapy does not affect their ability to engage in such activities. Use in Patients
with Concomitant lliness Clinical experience with Lexapro in patients with certain concomitant systemic ilinesses is limited. Caution is advisable in using Lexapro in
patients with diseases or conditions that Itered metabolism or ic responses. Lexapro has not been systematically evaluated in patients with a recent
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were generally excluded from clinical studies during the product’s premarket-
ing testing. In subjects with hepatic impairment, clearance of racemic ctalopram was decreased and plasma ions were increased. The dose of
Lexapro in hepatically impaired patients is 10 mg/day (see DOSAGE AND ADMINISTRATION). Because escitalopram is extensively metabolized, excretion of unchanged
drug in urine is a minor route of elimination. Until adequate numbers of patients with severe renal impairment have been evaluated during chronic treatment with Lexapro,
however, it should be used with caution in such patients (see DOSAGE AND ADMINISTRATION). Information for Patients Physicians are advised to discuss the follow-
ing issues with patients for whom they prescribe Lexapro. Patients should be cautioned about the risk of serotonin syndrome with the concomitant use of Lexapro and
triptans, tramadol or other serotonergic agents. In a study in normal volunteers, Lexapro 10 mg/day did not impair psychomotor performance. The effect of Lexapro on
psychomotor coordination, judgment, or thinking has not been systematically examined in controlled studies. Because psychoactive drugs may impair judgment, think-
ing, or motor skills, patients should be cautioned about operating hazardous machinery, including automobiles, until they are reasonably certain that Lexapro therapy
does not affect their ability to engage in such activities. Patients should be told that, afthough Lexapro has not been shown in experiments with normal subjects to increase
the mental and motor skill impairments caused by alcohol, the concomitant use of Lexapro and alcohol in depressed patients is not advised. Patients should be made
aware that escitalopram is the active isomer of Celexa (citalopram hydrobromide) and that the two medications should not be taken concomitantly. Patients should be
advised to inform their physician if they are taking, or plan to take, any prescription or over-the-counter drugs, as there is a potential for interactions. Patients should be
cautioned about the concomitant use of Lexapro and NSAIDs, aspirin, or other drugs that affect coagulation since the combined use of psychotropic drugs that inter-
fere with serotonin reuptake and these agents has been associated with an increased risk of bleeding. Patients should be advised to notify their physician if they become
pregnant or intend to become pregnant during therapy. Patients should be advised to notify their physician if they are breastfeeding an infant. While patients may notice
improvement with Lexapro therapy in 1 to 4 weeks, they should be advised to continue therapy as directed. Prescribers or other health professionals should inform
patients, their families, and their caregivers about the benefits and risks associated with treatment with Lexapro and should counsel them in its appropriate use. A patient
Medication Guide about “Antidepressant Medicines, Depression and other Serious Mental liness, and Suicidal Thoughts or Actions” is available for Lexapro. The pre-
scriber or health professional should instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in understanding its con-
tents. Patients should be given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any questions they may have. Patients should
be advised of the following issues and asked to alert their prescriber if these occur while taking Lexapro. Clinical Worsening and Suicide Risk: Patients, their families,
and their caregivers should be encouraged to be lert to the emergence of anxiety, agitation, panic attacks, insomnia, irritabiliy, hostilty, aggressiveness, impulsiviy,
akathisia (psychomotor restlessness), hypomania, mania, other unusual changes in behavior, worsening of depression, and suicidal ideation, especially early during anti-
depressant treatment and when the dose is adjusted up or down. Families and caregivers of patients should be advised to look for the emergence of such symptoms on
a day-to-day basis, since changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or health professional, especially if they are severe,
abrupt in onset, or were not part of the patient's presenting symptoms. Symptoms such as these may be associated with an increased risk for suicidal thinking and
behavior and indicate a need for very close monitoring and possibly changes in the medication. Laboratory Tests There are no specific laboratory tests recommended.

Concomitant Administration with Racemic Citalopram Citalopram - Since escitalopram is the active isomer of racemic citalopram (Celexa), the two agents should not
be coadministered. Drug Interactions Serotonergic Drugs: Based on the mechanism of action of SNRIs and SSRIs including Lexapro, and the potential for serotonin syn-
drome, caution is advised when Lexapro is coadministered with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an
antibiotic which is a reversible non-selective MAOI), lithium, tramadol, or St. John's Wort (sec WARNINGS-Serotonin Syndrome). The concomitant use of Lexapro with
other SSRIs, SNRIs or tryptophan is not recommended (see PRECAUTIONS - Drug Interactions). Triptans: There have been rare postmarketing reports of serotonin
syndrome with use of an SSRI and a triptan. If concomitant treatment of Lexapro with  triptan is clinically warranted, careful observation of the patient is advised, par-

aberration assay in human or in two in vivo mouse micronucleus assays. Impairment of Fertility When racemic citalopram was administered
orally to 16 male and 24 female rats prior to and throughout mating and gestation at doses of 32, 48, and 72 mg/kg/day, mating was decreased at all doses, and fertil-
ity was decreased at doses = 32 mg/kg/day. Gestation duration was increased at 48 mg/kg/day. Pregnancy Pregnancy Category C In a rat embryo/fetal development
study, oral administration of escitalopram (56, 112, or 150 mg/kg/day) to pregnant animals during the period of organogenesis resulted in decreased fetal body weight
and associated delays in ossification at the two higher doses (approximately = 56 times the maximum recommended human dose [MRHD] of 20 mg/day on a body
surface area [mg/m] basis). Maternal toxicity (clinical signs and decreased body weight gain and food consumption), mild at 56 mg/kg/day, was present at all dose
levels. The developmental no-effect dose of 56 mg/kg/day is approximately 28 times the MRHD on a mg/m? basis. No teratogenicity was observed at any of the doses
tested (as high as 75 times the MRHD on a mg/m? basis). When female rats were treated with escitalopram (6, 12, 24, or 48 mg/kg/day) during pregnancy and through
weaning, slightly increased offspring mortality and growth retardation were noted at 48 mg/kg/day which is approximately 24 times the MRHD on a mg/m? basis. Slight
maternal toxicity (clinical signs and decreased body weight gain and food consumption) was seen at this dose. Slightly increased offspring mortality was seen at
24 mg/kg/day. The no-effect dose was 12 mg/kg/day which is approximately 6 times the MRHD on a mg/m? basis. In animal reproduction studies, racemic citalopram
has been shown to have adverse effects on embryo/fetal and postnatal including teratogenc effects, when administered at doses greater than human ther-
apeutic doses. In two rat studies, oral of racemic citalopram (32, 56, or 112 mg/kg/day) to pregnant animals during the peri-
od of organogenesis resulted in decreased embryoffetal growth and survival and an increased incidence of fetal abnormalities (including cardiovascular and skeletal
defects) at the high dose. This dose was also associated with maternal toxicity (clinical signs, decreased body weight gain). The developmental no-effect dose was
56 mg/kg/day. In a rabbit study, no adverse effects on embryo/fetal development were observed at doses of racemic citalopram of up to 16 mg/kg/day. Thus, teratogenic
effects of racemic citalopram were observed at a maternally toxic dose in the rat and were not observed in the rabbit. When female rats were treated with racemic citalo-
pram (4.8, 12.8, or 32 mg/kg/day) from late gestation through weaning, increased offspring mortality during the first 4 days after birth and persistent offspring growth
retardation were observed at the highest dose. The no-gffect dose was 12.8 mg/kg/day. Similar effects on offspring mortality and growth were seen when dams were
treated throughout gestation and early lactation at doses = 24 mg/kg/day. A no-effect dose was not determined in that study. There are no adequate and well-controlled
studies in pregnant women; therefore, escitalopram should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Pregnancy-
Nonteratogenic Effects Neonates exposed to Lexapro and other SSRIs or SNRIs, late in the third trimester, have developed complications requiring prolonged hospital-
ization, respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reported clinical findings have included respiratory distress,
cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and
constant crying. These features are consistent with either  direct toxic effect of SSRIs and SNRIS or, possibly, a drug discontinuation syndrome. It should be noted that,
in some cases, the clinical picture is consistent with serotonin syndrome (see WARNINGS). Infants exposed to SSRIs in late pregnancy may have an increased risk for
persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1000 live births in the general population and is associated with substantial neona-
tal morbidity and mortality. In a retrospective, case-control study of 377 women whose infants were born with PPHN and 836 women whose infants were born healthy,
the risk for developing PPHN was approximately six-fold higher for infants exposed to SSRI after the 20 week of gestation compared to infants who had not been
exposed to antidepressants during pregnancy. There s currently no corroborative evidence regarding the risk for PPHN following exposure to SSRIs in pregnancy; this
is the first study that has investigated the potential risk. The study did not include enough cases with exposure to individual SSRIs to determine if all SSRIs posed
similar levels of PPHN risk. When treating a pregnant woman with Lexapro during the third trimester, the physician should carefully consider both the potential risks and
benefits of treatment (see DOSAGE AND ADMINISTRATION). Physicians should note that in a prospective longitudinal study of 201 women with  history of major
depression who were euthymic at the beginning of pregnancy, women who discontinued antidepressant medication during pregnancy were more likely to experience
a relapse of major depression than women who continued antidepressant medication. Labor and Delivery The effect of Lexapro on labor and delivery in humans
is unknown. Nursing Mothers Racemic citalopram, like many other drugs, is excreted in human breast milk. There have been two reports of infants experiencing
excessive somnolence, decreased feeding, and weight loss in association with breastfeeding from a citalopram-treated mother; in one case, the infant was reported to
recover completely upon discontinuation of citalopram by its mother and, in the second case, no follow-up information was available. The decision whether to continue
or discontinue either nursing or Lexapro therapy should take into account the risks of citalopram exposure for the infant and the benefits of Lexapro treatment for the
mother. Pediatric Use Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS—Clinical Worsening and
Suicide Risk). One placebo-controlled trial in 264 pediatric patients with MDD has been conducted with Lexapro, and the data were not sufficient to support a claim for
use in pediatric patients. Anyone considering the use of Lexapro in a child or adolescent must balance the potential risks with the clinical need. Geriatric Use
Approximately 6% of the 1144 patients receiving escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older;
elderly patients i these trials received daily doses of Lexapro between 10 and 20 mg. The number of elderly patients in these trials was insufficient to adequately assess
for possible differential efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of some elderly individuals to effects of Lexapro cannot be
ruled out. In two pharmacokinetic studies, escitalopram half-ife was increased by approximately 50% in elderly subjects as compared to young subjects and Gy, Was
unchanged (see CLINICAL PHARMACOLOGY). 10 mg/day is the recommended dose for elderly patients (see DOSAGE AND ADMINISTRATION). Of 4422 patients in
clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 65 and over, and 457 were 75 and over. No overall differences in safety or effectiveness were
observed between these subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the elderly and younger
patients, but again, greater sensitvity of some elderly individuals cannot be ruled out. ADVERSE REACTIONS Adverse event information for Lexapro was collected from
715 patients with major depressive disorder who were exposed to escitalopram and from 592 patients who were exposed to placebo in double-blind, placebo-controlled
trials. An additional 284 patients with major depressive disorder were newly exposed to escitalopram in open-label trials. The adverse event information for Lexapro in
patients with GAD was collected from 429 patients exposed to escitalopram and from 427 patients exposed to placebo in double-blind, placebo-controlled trials. Adverse
events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using terminology of their own choosing. Consequently, it is
not possible to provide a meaningful estimate of the proportion of individuals experiencing adverse events without first grouping similar types of events into a smaller
number of standardized event categories. In the tables and tabulations that follow, standard World Health Organization (WHO) terminology has been used to classify
reported adverse events. The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a treatment-emergent adverse
event of the type listed. An event was considered treatment-emergent f it occurred for the first time or worsened whi receiving therapy following baseline evaluation.
Adverse Events Associated with Discontinuation of Treatment Major Depressive Disorder Among the 715 depressed patients who received Lexapro in placebo-
controlled trials, 6% discontinued treatment due to an adverse event, as compared to 2% of 592 patients receiving placebo. In two fixed-dose studies, the rate of
discontinuation for adverse events in patients receiving 10 mg/day Lexapro was not significantly different from the rate of discontinuation for adverse events in patients
receiving placebo. The rate of discontinuation for adverse events in patients assigned to a fixed dose of 20 mg/day Lexapro was 10%, which was significantly different
from the rate of discontinuation for adverse events in patients receiving 10 mg/day Lexapro (4%) and placebo (3%). Adverse events that were associated with the
discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at least twice that of placebo, were nausea (2%) and ejaculation disorder
(2% of male patients). Generalized Anxiety Disorder Among the 429 GAD patients who received Lexapro 10-20 mg/day in placebo-controlled trials, 8% discontinued
treatment due to an adverse event, as compared to 4% of 427 patients receiving placebo. Adverse events that were associated with the discontinuation of at least 1%
of patients treated with Lexapro, and for which the rate was at least twice the placebo rate, were nausea (2%), insomnia (1%), and fatigue (1%). Incidence of Adverse
Events in Placebo-Controlled Clinical Trials Major Depressive Disorder Table 2 enumerates the incidence, rounded to the nearest percent, of treatment-emergent
adverse events that occurred among 715 depressed patients who received Lexapro at doses ranging from 10 to 20 mg/day in placebo-controlled trials. Events included
are those occurring in 2% or more of patients treated with Lexapro and for which the incidence in patients treated with Lexapro was greater than the incidence in
placebo-treated patients. The prescriber should be aware that these figures cannot be used to predict the incidence of adverse events in the course of usual medical prac-
tice where patient characteristics and other factors differ from those which prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared
with figures obtained from other clinical investigations involving different treatments, uses, and investigators. The cited figures, however, do provide the prescribing
physician with some basis for estimating the relative contribution of drug and non-drug factors to the adverse event incidence rate in the population studied. The most
commonly observed adverse events in Lexapro patients (incidence of approximately 5% or greater and approximately twice the incidence in placebo patients) were
insomnia, ejaculation disorder (primarily ejaculatory delay), nausea, sweating increased, fatigue, and somnolence (see TABLE 2). TABLE 2: Treatment-Emergent Adverse
Events: Incidence in Placebo-Controlled Clinical Trials for Major Depressive Disorder* [Lexapro (N=715) and Placebo (N=592)I: Autonomic Nervous System
Disorders: Dry Mouth (6% and 5%); Sweating Increased (5% and 2%). Central & Peripheral Nervous System Disorders: Dizziness (5% and 3%). Gastrointestinal
Disorders: Nausea (15% and 7%); Diarrhea (8% and 5%); Constipation (3% and 1%); Indigestion (3% and 1%); Abdominal Pain (2% and 1%). General: Influenza-like
Symptoms (5% and 4%); Fatique (5% and 2%). Psychiatric Disorders: Insomnia (3% and 4%); Somnolence (6% and 2%); Appetite Decreased (3% and 1%); Libido
Decreased (3% and 1%). Respiratory System Disorders: Rhinitis (5% and 4%); Sinusitis (3% and 2%). Urogenital: Ejaculation Disorder'2 (9% and <1%); Impotence?
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(3% and <1%); Anorgasmia (2% and <1%).*Events reported by at least 2% of patients treated with Lexapro are reported, except for the following events which had
anincidence on placebo > Lexapro: headache, upper respiratory tract infection, back pain, pharyngitis, inlicted injury, anxiety. ‘Primarily ejaculatory delay. 2Denominator
used was for males only (N=225 Lexapro; N=188 placebo). *Denominator used was for females only (N=490 Lexapro; N=404 placebo). Generalized Anxiety Disorder
‘Table 3 enumerates the incidence, rounded to the nearest percent of treatment-emergent adverse events that occurred among 429 GAD patients who received Lexapro
10to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2% or more of patients treated with Lexapro and for which the incidence in patients
treated with Lexapro was greater than the incidence in placebo-treated patients. The most commonly observed adverse events in Lexapro patients (incidence of approx-
imately 5% o greater and approximately twice the incidence in placebo patients) were nausea, ejaculation disorder (primarily ejaculatory delay), insomna, fatigue,
decreased libido, and anorgasmia (see TABLE 3). TABLE 3: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Generalized
Anxiety Disorder* [Lexapro (N=429) and Placebo (N=427)]: Autonomic Nervous System Disorders: Dry Mouth (9% and 5%); Sweating Increased (4% and 1%).
Central & Peripheral Nervous System Disorders: Headache (24% and 17%); Paresthesia (2% and 1%). Gastrointestinal Disorders: Nausea (18% and 8%); Diarrhea
(8% and 6%); Constipation (5% and 4%); Indigestion (3% and 22%); Vomiting (3% and 1%); Abdominal Pain (2% and 1%); Flatulence (2% and 1%); Toothache (2%
and 0%). General: Fatigue (8% and 2%); Influenza-like symptoms (5% and 4%). Musculoskeletal: Neck/Shoulder Pain (3% and 1%). Psychiatric Disorders:
Somnolence (13% and 7%); Insomnia (12% and 6%); Libido Decreased (7% and 2%); Dreaming Abnormal (3% and 2%); Appetite Decreased (3% and 1%); Lethargy
(3% and 1%); Yawning (2% and 1%). Uragenital: Ejaculation Disorder2 (14% and 2%); Anorgasmia? (6% and <1%); Menstrual Disorder (2% and 1%). “Events report-
ed by at least 2% of patients treated with Lexapro are reported, except for the following events which had an incidence on placebo = Lexapro: inflcted injury, diziness,
back pain, upper respiratory tract infection, rhinitis, pharyngitis. 1Primarily ejaculatory delay. Denominator used was for males only (N=182 Lexapro; N=195 placebo).
Denominator used was for females only (N=247 Lexapro; N=232 placebo). Dose Dependency of Adverse Events The potential dose dependency of common adverse
events (defined as an incidence rate of =5% in either the 10 mg or 20 mg Lexapro groups) was examined on the basis of the combined incidence of adverse events in
two fixed-dose trials. The overall incidence rates of adverse events in 10 mg Lexapro-treated patients (66%) was similar to that of the placebo-treated patients (61%),
while the incidence rate in 20 mg/day Lexapro-treated patients was greater (86%). Table 4 shows common adverse events that occurred in the 20 mg/day Lexapro
group with an incidence that was approximately twice that of the 10 mg/day Lexapro group and approximately twice that of the placebo group. TABLE 4: Incidence of
Common Adverse Events* in Patients with Major Depressive Disorder Receiving Placebo (N=311), 10 my/day Lexapro (N=310), 20 mg/day Lexapro (N=125)]:
Insomnia (4%, 7%, 14%); Diarrhea (5%, 6%, 14%); Dry Mouth (3%, 4%, 9%); Somnolence (1%, 4%, 9%); Dizziness (2%, 4%, 7%); Sweating Increased (<1%,
3%, 8%); Constipation (1%, 3%, 6%); Fatigue (2%, 2%, 6%); Indigestion (1%, 2%, 6%).*Adverse events with an incidence rate of at least 5% in either of the Lexapro
groups and with an incidence rate in the 20 mg/day Lexapro group that was approximately twice that of the 10 mg/day Lexapro group and the placebo group. Male and
Female Sexual Dysfunction with SSRIs Afthough changes in sexual desire, sexual performance, and sexual satisfaction often occur as manifestations of a psychiatric
disorder, they may also be a consequence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such untoward sexual experiences.
Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, performance, and satisfaction are difficult to obtain, however, in part
because patients and physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual experience and
performance cited in product labeling are likely to underestimate their actual incidence. Table 5 shows the incidence rates of sexual side effects in patients with major
depressive disorder and GAD in placebo-controlled trials. TABLE 5: Incidence of Sexual Side Effects in Placebo-Controlled Clinical Trials [In Males Only: Lexapro
(N=407) and Placebo (N=383)l: Ejaculation Disorder (primarily ejaculatory delay) (12% and 1%); Libido Decreased (6% and 2%); Impotence (2% and <1%). [In
Females Only: Lexapro (N=737) and Placebo (N=636)l: Libido Decreased (3% and 1%); Anorgasmia (3% and <1%) There are no adequately designed
studies examining sexual dysfunction with escitalopram treatment. Priapism has been reported with all SSRIs. While it is difficut to know the precise risk of sexual dys-
function associated with the use of SSRIs, physicians should routinely inguire about such possible side effects. Vital Sign Changes Lexapro and placebo groups were
compared with respect to (1) mean change from baseline in vital signs (pulse, systolic blood pressure, and diastolic blood pressure) and (2) the incidence of patients
‘meeting criteria for potentially clinically significant changes from baseline in these variables. These analyses did not reveal any clinically important changes in vital signs
associated with Lexapro treatment. In addition, a comparison of supine and standing vital sign measures in subjects receiving Lexapro indicated that Lexapro treatment
is not associated with orthostatic changes. Weight Changes Patients treated with Lexapro in controlled trials did not differ from placebo-treated patients with regard to
cliically important change in body weight. Laboratory Changes Lexapro and placebo groups were compared with respect to (1) mean change from baseline in vari-
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ous serum chemistry, hematology, and urinalysis variables, and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline
in these variables. These analyses revealed no clinically important changes in laboratory test parameters associated with Lexapro treatment. ECG Changes
Electrocardiograms from Lexapro (N=625), racemic citalopram (N=351), and placebo (N=527) groups were compared with respect to (1) mean change from baseline
in various ECG parameters and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline i these variables. These analy-
ses revealed (1) a decrease in heart rate of 2.2 bpm for Lexapro and 2.7 bpm for racemic citalopram, compared to an increase of 0.3 bpm for placebo and (2) an increase
in Q¢ interval of 3.9 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo. Neither Lexapro nor racemic citalopram were associ-
ated with th of clinically significant ECG Other Events Observed During the Premarketing Evaluation of Lexapro Following is st of WHO
terms that reflect treatment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS section, reported by the 1428 patients treated with
Lexapro for periods of up to one year in double-blind or open-label clinical trials during its evaluation. All reported events are included except those already
listed in Tables 2 & 3, those occurring in only one patient, event terms that are so general as to be uninformative, and those that are unlikely to be drug related. It is
important to emphasize that, although the events reported occurred during treatment with Lexapro, they were not necessarily caused by it. Events are further catego-
rized by body system and listed in order of decreasing frequency according to the following definitions: frequent adverse events are those occurring on one or more
occasions in at least 1/100 patients; infrequent adverse events are those occurring in less than 1/100 patients but at least 1/1000 patients. Cardiovascular - Frequent:
palpitation, hypertension. Infrequent: bradycardia, tachycardia, ECG abnormal, flushing, varicose vein. Central and Peripheral Nervous System Disorders - Frequent:
light-headed feefing, mlgrame Infrequent: tremor, vertigo, restless legs, shaking, twitching, dysequilibrium, tics, carpal tunnel syndrome, muscle contractions involun-
1y, tion abnormal, faintness, ia, muscular tone increased. Gastrointestinal Disorders - Frequent: heartburn, abdominal cramp, gas-
troenteritis. Infrequent: gastroesophageal reflu, bloating, abdominal discomfort, dyspepsia, increased stool frequency, belching, gastritis, hemorrhoids, gagging, poly-
posis gastric, swallowing difficult. General - Frequent: allergy, pain in limb, fever, hot flushes, chest pain. Infrequent: edema of extremities, chills, tightness of chest, leg
pain, asthenia, syncope, malaise, anaphylaxis, fall. Hemic and Lymphatic Disorders - Infrequent: bruise, anemia, nosebleed, hematoma, lymphadenopathy cervical.
Metabolic and Nutritional Disorders - Frequent: increased weight. Infrequent: decreased weight, hyperglycemia, thirst, bilirubin increased, hepatic enzymes increased,
gout, hypercholesterolemia. Musculoskeletal System Disorders - Frequent: arthralgia, myalgia. Infrequent: jaw stifiness, muscle cramp, muscle stiffness, arthritis, mus-
cle weakness, back discomfort, arthropathy, jaw pain, joint stiffness. Psychiatric Disorders - Frequent: appetite increased, lethargy, irritability, concentration impaired.
Infrequent jiteriness, panic reaction, agitation, apathy, forgetfulness, depression aggravated, nervousness, restlessness aggravated, suicide attempt, amnesia, anxiety
attack, bruxism, carbohydrate craving, confusion, depersonalization, disorientation, emotional labilty,feefing unreal, tremulousness nervous, crying abnormal, depres-
sion, excitability, auditory hallucination, suicidal tendency. Reproductive Disorders/Female* - Frequent: menstrual cramps, menstrual disorder. Infrequent: menorrhagia,
breast neoplasm, pelvic inflammation, premenstrual syndrome, spotting between menses. *% based on female subjects only: N= 905 Respiratory System Disorders -
Frequent: bronchitis, sinus congestion, coughing, nasal congestion, sinus headache. Infrequent: asthma, breath shortness, laryngitis, pneumona, tracheitis. Skin and
Appendages Disorders - Frequent: rash. Infrequent: pruritus, acne, alopecia, eczema, dermatits, dry skin, folliculits, lipoma, furunculosis, dry lips, skin nodule. Special
Senses - Frequent: vision blurred, tinnitus. Infrequent: taste alteration, earache, conjunctivitis, vision abnormal, dry eyes, eye irritation, visual disturbance, eye infection,
pupils dilated, metallic taste. Urinary System Disorders - Frequent: urinary frequency, urinary tract infection. Infrequent: urinary urgency, kidney stone, dysuria, blood
in urine. Events Reported Subsequent to the Marketing of Escitalopram - Aithough no causal relationship to escitalopram treatment has been found, the folloving
adverse events have been reported to have occurred in patients and to be temporally associated with escitalopram treatment during post marketing experience and were
not observed during the premarketing evaluation of escitalopram: abnormal gait, acute renal failure, aggression, akathisia, allergic reaction, anger, angioedema, atrial
fibrillation, choreoathetosis, delirium, delusion, diplopia, dysarthria, dyskinesia, dystonia, ecchymosis, erythema multiforme, extrapyramidal disorders, fulminant hep-
attis, hepatic failure, hypoaesthesia, hypoglycemia, hypokalemia, INR increased, astrointestinal hemorrhage, glaucoma, grand mal seizures (or convulsions), hemolyt-
ic anemia, hepatic necrosis, hepatits hypotension, leucopenia, myocardial nfarction, myoclonus, neuroleptic malignant syndrome, nightmare, nystagmus, orthostatic
hypotension, pancreatitis, paranoia, reaction, priapism, decreased, pulmonary embolism, QT prolongation, thabdomyoly-
sis, seizures, serotonin syndrome, SIADH, spontaneous abortion, Stevens Johnson Syndrome, tardive dyskinesia, thrombocytopenia, thrombosis, torsade de pointes,
toxic epidermal necrolysis, ventricular arrhythmia, ventricular tachycardia and visual hallucinations.
Licensed from H. Lundbeck A/S Rev. 07/07
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