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PART I: HEALTH PROFESSIONAL INFORMATION
1 INDICATIONS AND CLINICAL USE

Sandoz Escitalopram (escitalopram oxalate) is indicated in adults for:
e the symptomatic relief of Major Depressive Disorder (MDD).

The efficacy of escitalopram oxalate in maintainingan antidepressantresponse, in
patients with major depressive disorder who responded duringan 8-week, acute-
treatment phase while taking escitalopram oxalate and were then observed for relapse
during a period of up to 36 weeks, was demonstratedin a placebo-controlled trial (see
14.2 Study Results).

e the symptomatic relief of anxiety causingclinically significant distressin patients with
Generalized Anxiety Disorder (GAD).

The efficacy of escitalopram oxalate in maintaininganxiolyticresponse forat least6
months in patients with GAD was demonstratedin a long-term placebo-controlled trial
(in patientswho had initially responded to escitalopram oxalate during a 12-week open-
label phase).

e the symptomatic relief of obsessive-compulsive disorder (OCD). The obsessions and
compulsions must be experienced as intrusive, markedly distressing, time consumingor
interfering significantly with the person’s social or occupational functioning.

The efficacy of escitalopram oxalate in maintaining an anti-obsessive response forup to
6 months, in patients with obsessive-compulsive disorder, was demonstratedin a long-
term placebo-controlled trial in patients who initially responded to 16 weeks of
escitalopram oxalate open-label treatment (see 14.2 Study Results).

Physicians who electto use Sandoz Escitalopram for extended periods should periodically re-
evaluate the usefulness of the drug for individual patients.

1.1 Pediatrics

Pediatrics (<18 years of age): Sandoz Escitalopram is not indicated for use in patients below the
age of 18 (see 7 WARNINGS AND PRECAUTIONS, General, Potential Association with
Behavioural and Emotional Changes, Including Self-Harm).

1.2 Geriatrics

Geriatrics (2 65 years of age): Evidence from clinical studies and experience suggeststhat usein
the geriatric populationisassociated with differencesinsafety and effectiveness (see 4.2
Recommended Dose and Dosage Adjustment, Geriatrics and 7.1.4 Geriatrics).
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2 CONTRAINDICATIONS

e Sandoz Escitalopram is contraindicated in patients who are hypersensitivetothisdrug or
to any ingredientinthe formulation, includingany non-medicinal ingredient, or
component of the container. For a complete listing, see 6 DOSAGE FORMS, STRENGTHS,
COMPOSITION AND PACKAGING.

e Sandoz Escitalopram is contraindicated in patients with known QT interval prolongation
or congenital long QT syndrome (see 7 WARNINGS AND PRECAUTIONS, Cardiovascular,
QT Interval Prolongation; 8.5 Post-Market Adverse Reactions, Cardiac Disorders; 9.4
Drug-Drug Interactions, QT Interval Prolongation).

e Monoamine Oxidase Inhibitors
Cases of seriousreactions have beenreported in patients receiving selective serotonin
reuptake inhibitors (SSRIs) in combination witha monoamine oxidase inhibitor (MAOI)
or the reversible MAOI (RIMA), moclobemide, and in patients who have recently
discontinued an SSRI and have been started on a MAOI (see 9.1 Serious Drug
Interactions and 9.4 Drug-Drug Interactions, Monoamine Oxidase Inhibitors). With the
co-administration of an SSRI with MAOI, there have been reports of serious, sometimes
fatal reactions including hyperthermia, rigidity, myoclonus, autonomicinstability with
possible fluctuations of vital signs, and mental status changes, includingextreme
agitation progressingto deliriumand coma. Some cases presented with features
resembling serotonin syndrome.

Therefore, Sandoz Escitalopram should not be used in combination witha MAOI or
within 14 days of discontinuing treatment with a MAOI, (includinglinezolid, an antibiotic
which isa reversible non-selective MAQ inhibitor, and methylene blue, whichisa

MAOI). Similarly, at least 14 days should elapse afterdiscontinuing escitalopram oxalate
treatment before starting a MAOI.

e Pimozide
Sandoz Escitalopram should not be used in combination with the antipsychotic drug
pimozide, as results from a controlled study with racemic citalopram indicate that
concomitant use is associated with an increased risk of QTc prolongation compared to
pimozide alone. This apparent pharmacodynamic interaction occurred in the absence
of a clinically significant pharmacokinetic interaction; the mechanism is unknown
(see 9.4 Drug-Drug Interactions).

4 DOSAGE AND ADMINISTRATION

4.1 Dosing Considerations

e Pediatrics: Sandoz Escitalopram is not indicated for use in children under 18 years of age.
See 7 WARNINGS AND PRECAUTIONS, General, Potential Association with Behavioural and
Emotional Changes, Including Self-Harm.
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e Pregnant Women: Sandoz Escitalopram should not be used during pregnancy unlessthe
benefits markedly outweigh the risks, particularly duringthe third trimesteras there are
implications for neonatal health.See 7.1.1 Pregnant Women.

e Elderly - Use lower doses. Advise elderly patients of increased risk of falls. Elderly women
are at increased risk of hyponatraemia, SIADH. See 7 WARNINGS AND PRECAUTIONS,
Cardiovascular, Patients with Cardiac Disease; Musculoskeletal, Bone Fracture Risk; Renal,
Hyponatraemia, and 7.1.4 Geriatrics.

e Reduced dosing: Use lowerinitial (5 mg) and maximum (10 mg) daily dosesfor:
o elderly patients,
o patientswith mildto moderate hepaticimpairment,
o CYP2C19 poor metabolizers, orthose taking cimetidine, omeprazole orother
CYP2C19 inhibitors.

e Proceed with caution in patients with:
o higherrisk of hyponatraemia(e.g. elderly females; dehydrated or cirrhotic
patients)
o severe hepaticimpairment,
o severerenal impairment.
o a pre-existingslow heartrate.

e Interactions (See 9 DRUG INTERACTIONS)
o Do not co-administer with Monoamine Oxidase Inhibitors (contraindicated).
Allow at least 14 days to elapse when switchingto or from a MAOI.
o Do not co-administer with pimozide (contraindicated), orcitalopram.
o Avoidor use caution if patientis concomitantly using:
= potent CYP3A4 inhibitors,
=  other CNS medications,
= otherserotonergicagents,
= drugs that prolong QT interval,
= drugs that affectplateletfunction, or
= drugs that cause hyponatraemia, or

= alcohol.
= A drug metabolized primarily by CYP2DG6, if it has a narrow therapeutic
index.

e Reduce dosage gradually. Do not abruptly discontinue medication. Tapergradually when
reducing dose or ending SSRI treatment, and monitor for discontinuation symptoms.

4.2 Recommended Dose and Dosage Adjustment

Adults (<65 years of age)

Major Depressive Disorder

Sandoz Escitalopram should be administered once daily, in the morning or evening, with
or without food:
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e Usual adult dose: 10 mg/day, orallly.

e Titration: If initial adverse events are aconcern, start at 5 mg/day daily and titrate
upwards as tolerated.

e Maximumdose: 20 mg/day (if needed, and tolerated).

e Use lowest effective dose and reassessperiodically.

Generalized Anxiety Disorder

e Seedose recommendationunderMajor Depressive Disorder, above.

Obsessive Compulsive Disorder

e Seedose recommendationunder Major Depressive Disorder, above.

Long-term Treatment
During long-term therapy, the dosage should be maintained at the lowest effective level and
patients should be periodically reassessed to determine the need to continue treatment.

Switching Patients To or From a Monoamine Oxidase Inhibitor (MAOI)

At least 14 days should elapse between discontinuation of a MAOI and initiation of therapy
with Sandoz Escitalopram. Similarly, at least 14 days should be allowed after stopping Sandoz
Escitalopram before starting a MAOI (see 2 CONTRAINDICATIONS).

Discontinuation of Escitalopram Treatment
Adverse eventsare common withinthe first few days of SSRI treatment discontinuation and
have also been reported following a missed dose or dose reduction.

e Do not discontinue treatmentabruptly. A gradual dose reduction overseveral weeksis
recommended to reduce the risk of discontinuation symptoms.

e Patientsshould be monitored for discontinuation symptoms when stopping treatment
or during dosage reduction.

e Ifintolerable symptomsoccur followinga decrease in the dose or upon discontinuation
of treatment, dose titration should be managed on the basis of the patient’s clinical
response.

See 7 WARNINGS AND PRECAUTIONS, General, Discontinuation Symptoms and 8.2 Clinical Trial
Adverse Reactions, Adverse Reactions following Discontinuation of Treatment (or Dose

Reduction).

Special Populations

e Pediatrics (<18 years of age):
Health Canada has not authorized an indication for pediatricuse.

e Geriatrics (2 65 years of age):
A longer half-life and decreased clearance have been demonstratedin the elderly (see
7.1.4 Geriatrics. See also 10.3 Pharmacokinetics, Special Populations and Conditions,
Geriatrics). Initial dosage is5 mg once daily. Dependingon individual response and
tolerance the dose may be increased to 10 mg daily.
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e Renal Impairment
No dosage adjustmentis necessary for patients with mild or moderate renal
impairment. Since no informationis available on the pharmacokinetic or
pharmacodynamic effects of eitherescitalopram or racemic citalopram in patients with
severely reducedrenal function (creatinine clearance < 30mL/min), Sandoz
Escitalopram should be used with caution in these patients.

e Hepatic Impairment
Dosages should be restricted to the lower end of the dose range in patients with mild to
moderate hepaticinsufficiency. Accordingly, aninitial single oral dose of 5 mg dailyis
recommended. Subsequently, the dose may be increased based on the patient’s
response and clinical judgement. A daily dose of 10 mg is the recommended maximum
dose for most patients with hepaticimpairment. No informationis available about the
pharmacokinetics of escitalopram oxalate in patients with severe hepaticimpairment
(Child-Pugh Criteria C). Sandoz Escitalopram should be used with additional caution in
patients with severe hepaticimpairment.

e CYP2C19 Poor Metabolizers
The metabolism of escitalopram oxalate is mainly mediated by CYP2C19. For patients
who are known to be poor metabolizers with respectto CYP2C19, an initial dose of 5
mg daily isrecommended. Dependingon the individual response, the dose may be
increased to a maximum of 10 mg.

4.4 Administration

Sandoz Escitalopram should be administered as a single oral daily dose, with or without food.

4.5 Missed Dose

In the eventthat a doseis missed, the patient should skip the missed dose and take the next
dose whenitisdue.

5 OVERDOSAGE

Clinical data on escitalopram overdose are limited and many cases involve concomitant
overdoses of other drugs. In the majority of cases mild or no symptoms have beenreported.
Fatal cases of escitalopram overdose have rarely beenreported with escitalopramalone (doses
unknown); the majority of cases have involved multiple drug overdose. Doses up to 800 mg of
escitalopram alone have been taken withoutany severe symptoms.

In clinical trials with racemic citalopram, there were no reports of fatal citalopram overdoses of
up to 2000 mg. Post-marketingreports of drug overdosesinvolvingracemiccitalopram have
included fatalities with citalopram alone. In many cases, details regarding the precise dose of
racemic citalopram or combination with other drugs and/or alcohol are often lacking. However,
three fatalities with known overdoses of racemic citalopram alone have beenreportedin the
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literature (doses of 2800 mg, 2880 mg, and 3920 mg), although survival has also beenreported
with overdoses of up to 5200 mg.

In comparing the data from racemic citalopram with that of escitalopram, itis important to be
aware that the latter product is expected to have similar pharmacodynamic effects at a lower
dose of the racemic product.

Fatal cases of serotonin syndrome have beenreported in patients who took overdoses of
moclobemide and racemic citalopram. The plasma concentrations of moclobemide were
between 16 and 90 mg/L (therapeuticrange: 1 to 3 mg/L) and those of racemic citalopram
between 0.3 and 1.7 mg/mL (therapeuticconcentration: 0.3 mg/L). This indicates that a
relatively low dose of citalopram, given with an overdose of moclobemide representsaserious
risk for the patient.

Symptoms most often accompanying overdose of racemic citalopram included dizziness,
sweating, nausea, vomiting, tremor, seizure and somnolence. In more rare cases, observed
symptoms included confusion, loss of consciousness, convulsions, coma, sinus tachycardia,
cyanosis, hyperventilation and rhabdomyolysis and ECG changes (including QTc prolongation,
nodal rhythm, ventricular arrhythmia, and one possible case of Torsades de pointes).

Management of Overdose
As with racemic citalopram, there is no specificantidote to escitalopram. Treatment is

symptomatic and supportive. Establish and maintain an airway to ensure adequate
ventilation and oxygenation. Gastric lavage and use of activated charcoal should be considered
as soon as possible after oral ingestion. Electrocardiogram and vital sign monitoring are
recommended, along with general symptomatic and supportive measures.

Due to the large volume of distribution of escitalopram, forced diuresis, dialysis,
haemoperfusion and exchange transfusion are unlikely to be of benefit.

In managing overdosage, the possibility of multiple druginvolvement must be considered.

For management of a suspected drug overdose, contact yourregional poison control centre.

6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND PACKAGING

Table 1 —Dosage Forms, Strengths, Composition and Packaging

Route of Dosage Form/

Administration | Strength/Composition NI T e

Oral e tablet/10 mg Croscarmellose sodium, hypromellose, lactose
escitalopram base monohydrate, magnesium stearate,

(12.77 mg as salt), | microcrystalline cellulose, polyethylene glycol,
silicacolloidal anhydrous, talcum, titanium

e tablet/20mg dioxid
ioxide.

escitalopram base
(25.54 mg as salt).
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Sandoz Escitalopram is available as tablets:

10 mg: Each film-coated, white, oval tablet, with breaking notch on one side and
embossment “10” on the other side, contains: escitalopram 10 mg (as
escitalopram oxalate). Blister packages of 30 tablets. Bottles of 100 tablets.

20 mg: Each film-coated, white, oval tablet, with breaking notch on one side and
embossment “20” on the other side contains: escitalopram 20 mg (as
escitalopram oxalate). Blister packages of 30 tablets. Bottles of 100 tablets.

7 WARNINGS AND PRECAUTIONS

General

POTENTIAL ASSOCIATION WITH BEHAVIOURAL AND EMOTIONAL CHANGES, INCLUDING SELF-
HARM

e Pediatrics: Placebo-Controlled Clinical Trial Data
Recent analyses of placebo-controlled clinical trial safety databases from SSRIs and
other newerantidepressants suggestthat use of these drugs in patients under the age
of 18 may be associated with behavioural and emotional changes, includingan
increased risk of suicidal ideation and behaviour overthat of placebo.

The small denominatorsin the clinical trial database, as well as the variabilityin placebo
rates, preclude reliable conclusions on the relative safety profilesamongthese drugs.

e Adults and Pediatrics: Additional data
There are clinical trials and post-marketing reports with SSRIs and other newer
antidepressants, in both pediatrics and adults, of severe agitation-type adverse events
coupled with self-harm and harm to others. The agitation-type eventsinclude: akathisia,
agitation, emotional lability, hostility, aggression, depersonalization. In some cases, the
eventsoccurred within several weeks of starting treatment.

Rigorous clinical monitoring for suicidal ideation or other indicators of potential for
suicidal behaviour is advised in patients of all ages. This includes monitoring for
agitation-type emotional and behavioural changes.

An FDA meta-analysis of placebo-controlled clinical trials of antidepressant drugs in
adult patients aged 18 to 24 years with psychiatric disorders showed an increased risk of
suicidal behaviours with antidepressants compared to placebo.

Discontinuation Symptoms

Adverse events are common when an SSRI dose isreduced and treatment discontinued,
particularly if discontinuationis abrupt. When discontinuing treatment, patients should be
monitored for symptoms that may be associated with discontinuation (e.g., dizziness, abnormal
dreams, sensory disturbances [including paraesthesias and electricshock sensations], agitation,
anxiety, emotionalindifference, impaired concentration, headache, migraine, tremor, nausea,
vomiting and sweating) or other symptoms that may be of clinical significance (see 8.2 Clinical
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Trial Adverse Reactions). A gradual reductionin the dosage over several weeks, rather than
abrupt cessation is recommended whenever possible. If intolerable symptoms occur following
a decrease in the dose or upon discontinuation of treatment, dose titration should be
managed on the basis of the patient’s clinical response (see 8.2 Clinical Trial Adverse
Reactions, Adverse Reactions Following Discontinuation of Treatment (or Dose Reduction)
and 4.2 Recommended Dose and Dosage Adjustment, Discontinuation of Escitalopram
Treatment).

Sandoz Escitalopram Treatment during Pregnancy — Effects on Newborns

In animal reproduction studies, escitalopram has been shown to have adverse effectson
embryo/fetal and postnatal development, when administered at doses greater than human
therapeuticdoses (see 16 NON-CLINICALTOXICOLOGY, Reproductive and Developmental
Toxicity). There are no adequate and well-controlled studiesin pregnant women; therefore,
Sandoz Escitalopram should be used during pregnancy if the potential benefittothe patient
justifies the potential risk to the fetus.

Post-marketing reports indicate that some neonates exposed to SSRIs such as escitalopram
oxalate and other antidepressants late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding. Such complications
can arise immediately upon delivery. When treatinga pregnant woman with Sandoz
Escitalopram during the third trimester, the physician should carefully considerthe potential
risks and benefits of treatment (see 7.1.1 Pregnant Women and 7.1.2 Breast-feeding).

Carcinogenesis and Mutagenesis

For animal data, see 16 NON-CLINICALTOXICOLOGY, Genotoxicity and Carcinogenicity.

Cardiovascular

Patients with Cardiac Disease

Neitherescitalopram oxalate nor racemic citalopram has been systematically evaluatedin
patients with a recent history of myocardial infarction or unstable heart disease. Patients with
these diagnoses were generally excluded from clinical trials during the drug’s premarke ting
assessment. In line with other SSRIs, including racemic citalopram, escitalopram oxalate causes
statistically significant, but clinically unimportant decrease in heart rate. In patients < 60 years
old, the mean decrease with escitalopram oxalate was approximately 2.3 bpm, while in patients
> 60 years old, the mean decrease was approximately 0.6 bpm (see 8.2 Clinical Trial Adverse
Reactions, Cardiovascular parameters). Consequently, caution should be observed when
Sandoz Escitalopram is initiated in patients with pre-existing slow heart rate.

QT Interval Prolongation

Escitalopram has been foundto cause a dose-dependent prolongation of the QT interval (see
also 2 CONTRAINDICATIONS; 8.5 Post-Market Adverse Reactions, Cardiac Disorders;and 9.4
Drug-Drug Interactions, QT Interval Prolongation).

Driving and Operating Machinery
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In a study with healthy volunteers, racemiccitalopram did not impair cognitive function or
psychomotor performance. However, psychotropic medications may impairjudgement,
thinking or motor skills. Consequently, patients should be cautioned against drivinga car or
operating hazardous machinery until they are reasonably certain that Sandoz Escitalopram does
not affect them adversely.

Endocrine and Metabolism

Diabetic Patients

Neitherescitalopram oxalate nor racemic citalopram has been systematically evaluatedin
diabeticpatients; in the case of racemic citalopram, diabetes constituted an exclusion
criterion. Rare events of hypoglycaemia were reported for racemic citalopram. Treatment
with an SSRI in patients with diabetes may alter glycaemiccontrol (hypoglycaemia and
hyperglycaemia). Sandoz Escitalopram should be used with caution in diabeticpatientson
insulin or oral hypoglycaemicdrugs.

Hematologic

Abnormal Bleeding

SSRIs and serotonin norepinephrine reuptake inhibitors (SNRIs), Sandoz Escitalopram, may
increase the risk of bleeding events by causing abnormal platelet aggregation. Concomitant use
of acetylsalicylicacid (ASA), nonsteroidal anti-inflammatory drugs (NSAIDs), warfarin, and other
anticoagulants may add to therisk. Case reports and epidemiological studies (case-control and
cohort design) have demonstrated an association between use of drugs that interfere with
serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding events related to
SSRIs and SNRIs use have ranged from ecchymoses, hematomas, epistaxis, and petechiae to
life-threatening haemorrhages.

SSRIs/SNRIs, including Sandoz Escitalopram, may increase the risk of postpartum haemorrhage
(see 7.1 Special Populations, 7.1.1 Pregnant Women, Complications following late third
trimesterexposure to SSRIs).

Patients should be cautioned about the risk of bleeding associated with the concomitant use of
escitalopram oxalate and NSAIDs, ASA, or other drugs that affect coagulation (see 9.4 Drug-
Drug Interactions). Cautionis advised in patients with a history of bleedingdisorders or
predisposing conditions (e.g., thrombocytopenia).

Hepatic/Biliary/Pancreatic

Hepatic Impairment

Based on a study conducted with escitalopram oxalate in patients with mild to moderate
hepatic impairment, the half-life was approximately doubled and the exposure was increased
by approximately two thirds, compared to subjects with normal liverfunction. Consequently,
the use of Sandoz Escitalopram in hepaticallyimpaired patients should be approached with
caution and a lowerdosage is recommended (see 4.2 Recommended Dose and Dosage
Adjustment, Hepaticlmpairment). No information is available about the pharmacokinetics of
escitalopramin patients with severe hepaticimpairment (Child-Pugh Criteria C). Sandoz
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Escitalopram should be used with additional caution in patients with severe hepatic
impairment.

Musculoskeletal

Bone Fracture Risk

Epidemiological studies show an increased risk of bone fractures following exposure tosome
antidepressants, including SSRIs/SNRIs. The risks appear to be greater at the initial stages of
treatment, but significantincreased risks were also observed at later stages of treatment. The
possibility of fracture should be consideredin the care of patientstreated with Sandoz
Escitalopram. Elderly patients and patients with important risk factors for bone fractures should
be advised of possible adverse events which increase the risk of falls, such as dizzinessand
orthostatic hypotension, especially at the early stages of treatment but also soon after
withdrawal. Preliminary data from observational studies show association of SSRIs/SNRIs and
low bone mineral density in older men and women. Until furtherinformation becomes
available, a possible effect on bone mineral density with long-term treatment with SSRIs/SNRIs,
including Sandoz Escitalopram, cannot be excluded, and may be a potential concern for patients
with osteoporosis or major risk factors for bone fractures.

Neurologic

Seizures

Escitalopram oxalate has not been systematically evaluated in patients with a seizure
disorder. These patients were excluded from the clinical studies. In clinical trials with
escitalopram oxalate, convulsions have been reported very rarely (2 out of 3981 patients) in
association with treatment with escitalopram. From post-marketing data, the reporting of
seizures with escitalopram oxalate is comparable to that of otherantidepressants. Like other
antidepressants, Sandoz Escitalopram should be used with cautionin patients with a history of
seizure disorder. Sandoz Escitalopram should be discontinuedif a patientdevelops seizuresfor
the firsttime, or if there isan increase in seizure frequency (in patients with a previous
diagnosis of epilepsy). SSRIs should be avoided in patients with unstable epilepsy, and patients
with controlled epilepsy should be closely monitored.

Serotonin Toxicity/Neuroleptic Malignant Syndrome (NMS)

On rare occasions, serotonin toxicity, also known as serotonin syndrome, has beenreported with
escitalopram oxalate, particularly during combined use with other serotonergicdrugs (see 9.4
Drug-Drug Interactions).

Serotonintoxicity is characterized by neuromuscular excitation,autonomic stimulation (e.g.
tachycardia, flushing) and altered mental state (e.g. anxiety, agitation, hypomania). In accordance
with the Hunter criteria, serotonin toxicity diagnosisis likely when, in the presence of atleast one
serotonergicagent, one of the followingis observed:

Spontaneous clonus

Inducible clonus orocular clonus with agitation or diaphoresis

Tremor and hyperreflexia

Hypertoniaand body temperature > 38°C and ocular clonus or inducible clonus
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Neurolepticmalignantsyndromehas also beenrarely reported with Sandoz Escitalopram,
particularly during combined use with neuroleptic/antipsychoticdrugs. The clinical
manifestations of neuroleptic malignant syndrome often overlap with those of serotonin toxicity,
including hyperthermia, hypertonia, altered mentalstatus, and autonomicinstability. In contrast
to serotonintoxicity, patients with neurolepticmalignant syndrome may present with “lead pipe”
muscle rigidity as well as hyporeflexia.

The concomitant use of Sandoz Escitalopram with monoamine oxidase inhibitors, including
linezolid and methylthioninium chloride (methyleneblue), is contraindicated (see 2
CONTRAINDICATIONS). Sandoz Escitalopram should be used with caution in patients receiving
otherserotonergicdrugs orantipsychotics/neuroleptics. If concomitant treatment with Sandoz
Escitalopram and other serotonergicdrugs and/or antipsychotics/neuroleptics is clinically
warranted, careful observation of the patientis advised, particularly during treatment initiation
and dose increases (see 9.4 Drug-Drug Interactions). Serotonin toxicity and neuroleptic malignant
syndrome may resultin potentially life-threatening conditions. If serotonin toxicity or neuroleptic
malignant syndrome is suspected, discontinuation of Sandoz Escitalopram should be considered.

Ophthalmologic

Angle-Closure Glaucoma

As with otherantidepressants, escitalopram oxalate can cause mydriasis, which may triggeran
angle-closureattackin a patient with anatomically narrow ocular angles. Healthcare providers
shouldinform patients to seekimmediate medical assistance if they experience eye pain, changes
invisionorswellingorrednessinoraroundthe eye.

Psychiatric

Suicide/Suicidal Thoughts and Clinical Worsening

Depressionisassociated with an increased risk of suicidal thoughts, self-harm and suicide
(suicide-related events). This risk persists until significant remission occurs. As improvement
may not occur duringthe first few weeks or more of treatment, patients should be closely
monitored until such improvement occurs. It is general clinical experience that the risk of
suicide may increase in the early stages of recovery. Therefore, high-risk patients should be
closely supervised throughout therapy with consideration to the possible needfor
hospitalization. In order to minimize the opportunity for overdosage, prescription for
escitalopram should be written for the smallest quantity of drug consistent with good patient
management.

Other psychiatric conditions for which escitalopram oxalate is prescribed can also be associated
with an increased risk of suicide-related events. In addition, these conditions may be co-morbid
with major depressive disorder. The same precautions observed when treating patients with
major depressive disordershould therefore be observed when treating patients with other
psychiatric disorders.

Patients with a history of suicide-related events, orthose exhibitingasignificant degree of
suicidal ideation prior to commencement of treatment, are known to be at greater risk of
suicidal thoughts or suicide attempts, and should receive careful monitoring during treatment.
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Close supervision of patients and in particular those at highrisk should accompany drug
therapy especiallyin early treatmentand following dose changes.

Patients (and caregivers of patients) should be alerted about the need to monitor for any
clinical worsening, suicidal behaviour or thoughts and unusual changes in behaviourand to seek
medical advice immediatelyif these symptoms present (see 7 WARNINGS AND PRECAUTIONS,
General, Potential Association with Behavioural and Emotional Changes, Including Self-Harm).

Activation of Mania/Hypomania

In placebo-controlled trials of escitalopram oxalate activation of mania/hypomaniawas
reportedin one patient of the n=715, treated with escitalopram oxalate and in none of the
n=592 patientstreated with placebo. Activation of mania/hypomaniahas also beenreported in
a small proportion of patients treated with racemic citalopram, and with other marketed
antidepressants. Aswith otherantidepressants, Sandoz Escitalopram should be used with
cautionin patients with a history of mania/hypomania.

A major depressive episode may be the initial presentation of bipolardisorder. Patients with
bipolardisorder may be at an increased risk of experiencing manicepisodes when treated with
antidepressantsalone. Therefore, the decision to initiate symptomatictreatment of depression
should only be made after patients have beenadequately assessed to determine if they are at
risk for bipolardisorder.

Electroconvulsive Therapy (ECT)
The safety and efficacy of the concurrent use of either escitalopram oxalate or racemic
citalopram and ECT have not beenstudied, and therefore, caution is advisable.

Renal

Hyponatraemia

As with other antidepressants, cases of hyponatraemia and SIADH (syndrome of
inappropriate antidiuretichormone secretion) have been reported with escitalopram and
racemic citalopram as a rare adverse event. The majority of these occurrences have beenin
elderlyindividuals, some in patients taking diuretics or who were otherwise volume-
depleted. Elderly female patients in particular seem to be a group at risk. Cautionshould be
exercised in patientsat risk, such as the elderly, or patients with cirrhosis, or if usedin
combination with other medications which may cause hyponatraemia.

Renal Impairment

No informationisavailable onthe pharmacokineticor pharmacodynamic effects of escitalopram
on patients with renal impairment. Based on the information available forracemic citalopram,
no dosage adjustment is needed in patients with mild to moderate renal impairment.
Since no information is available on the pharmacokinetic or pharmacodynamic effects of
either escitalopram or racemic citalopram in patients with severely reduced renal function
(creatinine clearance < 30 mL/min), Sandoz Escitalopram should be used with caution in
these patients (see 4.2 Recommended Dose and Dosage Adjustment, Renal Impairment).
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Reproductive Health: Female and Male Potential
o Fertility

Male Fertility

Animal data have shown that some SSRIs may affect sperm quality (see 16 NON-CLINICAL
TOXICOLOGY, Reproductive and Developmental Toxicology, Male Fertility). Human case
reports with some SSRIs have shown that an effecton sperm quality is reversible. Impact
on human fertility has not been observed.

¢ Function
Selective serotonin reuptake inhibitors (SSRIs) may cause symptoms of sexual dysfunction.
Patients should be informed that there have been reports of long-lasting sexual dysfunction
where the symptoms have continued despite discontinuation of SSRIs. See 8.2 Clinical Trial
Adverse Reactions, Male and Female Sexual Dysfunction with SSRIs.

e Teratogenic Risk

See 16 NON-CLINICALTOXICOLOGY, Reproductive and Developmental Toxicology.

7.1 Special Populations
7.1.1 Pregnant Women

Pregnant Women and Newborns:
Sandoz Escitalopram should not be used during pregnancy, unless the potential benefittothe
patientoutweighsthe possible risk to the fetus.

Complications following late third trimester exposure to SSRlIs:

Newbornsshould be observed if maternal use of Sandoz Escitalopram continuesinto the later
stages of pregnancy, particularlyin the third trimester. If Sandoz Escitalopram is used until or
shortly before birth, discontinuation effectsinthe newborn are possible. Post-marketing
reports indicate that some neonates exposed to SSRIs such as escitalopram oxalate and other
antidepressantslatein the third trimester have developed complications requiring prolonged
hospitalization, respiratory support, and tube feeding. Such complications can arise
immediately upon delivery. Reported clinical findings have included respiratory distress,
cyanosis, apnoea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycaemia,
hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, lethargy, constant crying,
somnolence and difficulty sleeping. These symptoms could be due to eitherdiscontinuation
effects or excess serotonergicactivity. In a majority of instances, such complications begin
immediately orsoon (<24 hours) after delivery. Itshould be noted that, in some cases, the
clinical picture is consistent with serotonin syndrome (see 7 WARNINGS AND PRECAUTIONS,
Neurologic, Serotonin Toxicity/Neuroleptic Malignant Syndrome (NMS)).

When treating a pregnant woman with Sandoz Escitalopram during the third trimester, the
physician should carefully consider the potential risks and benefits of treatment.

Risk of PPHN and exposure to SSRIs:
Epidemiological studies on persistent pulmonary hypertension of the newborn (PPHN) have
shown that the use of SSRIs (including escitalopram oxalate) in pregnancy, particularly usein
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late pregnancy, was associated with an increased risk of PPHN. PPHN occurs in 1-2 per

1,000 live birthsinthe general populationand isassociated with substantial neonatal 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 higherforinfants exposed to SSRIs after the 20th week of gestation
compared to infants who had not been exposed to antidepressants during pregnancy (Odds
Ratio 6.1, 95% Cl 2.2-16.8). A study usingdata from the Swedish Medical Birth Registerfor
831,324 infantsbornin 1997-2005 foundan increased risk of PPHN of approximately 2-fold
associated with patient-reported maternal use of SSRIs in the first trimester of pregnancy (Risk
Ratio 2.4, 95% Cl 1.2-4.3), and an increased risk of PPHN of approximately 4-fold associated
with a combination of patient-reported maternal use of SSRIs in the first trimester and an
antenatal SSRI prescriptionin later pregnancy (Risk Ratio 3.6, 95% CI 1.2-8.3).

Observational data indicate an increased risk (less than 2-fold) of postpartum haemorrhage
following SSRI/SNRI exposure withinthe month prior to birth (see 7 WARNINGS AND
PRECAUTIONS, Hematologic, Abnormal Bleeding).

7.1.2 Breast-feeding

Studies with escitalopram oxalate have not been performedin nursing mothers, butitisknown
that racemic citalopram is excretedin human milkand it is expected that escitalopram isalso
excreted into breast milk. Sandoz Escitalopram should not be administered to nursing mothers
unlessthe expected benefitstothe patient outweigh the possible risk to the child;in which
case the infantshould be closely monitored.

7.1.3 Pediatrics

Pediatrics (<18 years of age): Sandoz Escitalopram is not indicated for use in patients below the
age of 18 (see 7 WARNINGS AND PRECAUTIONS, General, Potential Association with
Behavioural and Emotional Changes, Including Self-Harm).

7.1.4 Geriatrics

Geriatrics (265 years of age): Approximately 5% of the 715 patients treated with escitalopram
oxalate in clinical trials of depressive disorder were 60 years of age or over;elderly patientsin
these trials received daily doses between 10 and 20 mg. No overall significant differencesin
safety or effectiveness were observed betweenthe elderly and youngersubjects, but the
number of elderly patients treated was insufficient to adequately assess for differential
responses. Greater sensitivity of some olderindividuals to effects of escitalopram cannot be
ruled out. In a multiple-dose pharmacokineticstudy, the area underthe curve (AUC) and half-
life of escitalopram were increased by approximately 50% at steady-state in elderly subjects as
compared to young subjects. Consequently, elderly patients should be administered lower
dosesand a lower maximum dose (see 10.3 Pharmacokinetics, Special Populations and
Conditions, Geriatrics and 4.2 Recommended Dose and Dosage Adjustment, Geriatrics).
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8 ADVERSE REACTIONS

8.1 Adverse Reaction Overview

Adverse eventsinformation for escitalopram oxalate was collected from 715 patients with
major depressive disorder (MDD) who were exposed to escitalopram oxalate and from 592
patients who were exposedto placebo in double-blind, placebo-controlled trials. Duringclinical
trials, all treatment groups were comparable with respect to gender, age and race. The
mean age of patients was 41 years (18 to 76 years). Of these patients, approximately 66% were
femalesand 34% were males.

The adverse eventinformation for escitalopram oxalate in patients with generalized anxiety
disorder (GAD) was collected from 832 patients exposed to escitalopram oxalate and from 566
patients exposedto placeboin 8-12 week double-blind, placebo-controlled trials. A total of 187
patients exposedto escitalopramand 188 patients exposedto placeboin a 24 to 76 week
double-blind phase of a placebo-controlled long-term trial were alsoincluded. The
demographics of the clinical trial populationin GAD were similarto the population of patients
included in MDD clinical trials.

The adverse eventinformation for escitalopram oxalate in patients with obsessive-compulsive
disorder (OCD) was collected from two studies with double-blind, placebo-controlled treatment
periods of up to 24 weeks. In the first study, a total of 227 patients were exposedto
escitalopram oxalate and 114 patients were exposed to placebo ina 24-week double-blind,
placebo-controlled, fixed-dose trial with assessments at weeks 12 and 24. In the second study,
322 patientswho initially responded to 16 weeks of open-label escitalopram oxalate treatment
were subsequently randomized to double-blind treatment with escitalopram (n=164) or
placebo (n=158) for up to 24 weeks. In total, 391 patients were exposed to escitalopram oxalate
and 272 patients were exposedto placeboin these two long-term studies. The mean age of
patients with OCD includedinthe trials was approximately 36 to 38 years (ranging from 18 to
67 years). One trial included similar proportions of males and females and the other trial had a
slightly higher proportion of females than males (57% females and 43% males).

Adverse Events Observed in Controlled Trials

Adverse Events Associated with Discontinuation of Treatment

From the short-term (8-week) placebo-controlled, phase lll studies in patients suffering from
MDD, the incidence of discontinuation was: 17.3% (124/715) on escitalopram oxalate, 15.7%
(64/408) on citalopram and 16.4% (97/592) on placebo. Discontinuation due to adverse events
was more common inthe active treatment groups (5.9% in escitalopram oxalate and 5.4% in
citalopram) than in the placebo group (2.2%).

The events that were associated with discontinuation of escitalopram oxalate in 1% or more of
patients at a rate of at leasttwice that of placebo were: nausea (1.5% vs. 0.2%) and ejaculation
failure (1.8% vs. 0.0% of male patients).

Among the 832 GAD patientswho received escitalopram oxalate 10-20 mg/day in placebo-
controlled trials, 7.8% discontinued treatment due to an adverse event, as compared to 3.2 %
of 566 patientsreceiving placebo. Adverse eventsthat were associated with the
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discontinuation of at least 1% of patients treated with escitalopram oxalate, and for which the
rate was higher than the placeborate, were: dizziness (1.2% vs. 0.2%), fatigue (1.1% vs. 0.2%)
and nausea (1.8% vs. 0.2%).

During the first 12 weeks of treatmentin the 24-week placebo controlled trial, discontinuation
of treatment due to adverse events was reported for 9% and 11% of the 227 OCD patientswho
were treated with 10 mg/day or 20 mg/day escitalopram oxalate, respectively, compared to 5%
of the 114 patientsreceiving placebo. All patients who discontinued treatment due to adverse
eventsin the escitalopram oxalate groups did so inthe first 12 weeks. Eight percent of patients
receiving placebo discontinued treatment due to an adverse eventduringthe 24-week period.
Adverse events that were associated with discontinuation of at least 1% of patientstreated
with escitalopram oxalate, and for which the rate was higherthan the placebo rate, were:
nausea (1.8% vs. 0.0%), insomnia (1.8% vs. 0.9%), and erectile dysfunction (1.1% vs. 0.0%).

Most Frequent Adverse Events

Adverse events that occurred in escitalopram-treated patientsin the course of the short-
term, placebo-controlled trials with an incidence greater than, or equal to, 10% were:
headache and nausea. The incidence of headache was higherin the placebo group, which
suggests that thisis a non-specificsymptom related to the underlying condition ortreatment
administration. The point prevalence of nausea increased during the first week (as expected
with an SSRI) and then decreased to approach placebo levels by the end of the studies.

8.2 Clinical Trial Adverse Reactions

Clinical trials are conducted under very specificconditions. The adverse reaction rates observed
in the clinical trials; therefore, may not reflect the rates observedin practice and should not be
compared to the rates inthe clinical trials of another drug. Adverse reaction information from
clinical trialsis useful for identifying drug-related adverse events and forapproximating rates.

Major Depressive Disorder

Table 2 enumerates the incidence of treatment-emergent adverse events that occurred in
715 depressed patients who received escitalopram oxalate at doses ranging from 10 to 20
mg/day in placebo-controlled trials of up to 8 weeksin duration. Eventsincluded are those
occurringin 1% or more of patients treated with escitalopram oxalate, and for which the
incidence in patients treated with escitalopram oxalate was greater than theincidencein
placebo-treated patients. Reported adverse events were classified using the Medical Dictionary
for Regulatory Activities (MedDRA), version 9.1.

Table 2 - Treatment-Emergent Adverse Events* Incidence in Placebo-Controlled Clinical Trials
for Major Depressive Disorder

Body System : Percentage of Patients Reporting
Escitalopram oxalate Placebo
Adverse Event
(n=715) (n=592)
Cardi