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prolonged-release tablets

207N
Seroquel XR 50 mg contains 50 mg quetiapine (as quetiapine fumarate)

Excipient : 125.72 mg lactose monohydrate per tablet

Seroquel XR 150 mg contains 150 mg quetiapine (as quetiapine fumarate)
Excipient : 74.65 mg lactose monohydrate per tablet

Seroquel XR 200 mg contains 200 mg quetiapine (as quetiapine fumarate)
Excipient : 52.87 mg lactose monohydrate per tablet

Seroquel XR 300 mg contains 300 mg quetiapine (as quetiapine fumarate)
Excipient : 49.31 mg lactose monohydrate per tablet

Seroquel XR 400 mg contains 400 mg quetiapine (as quetiapine fumarate)

Excipient : 15.50 mg lactose monohydrate per tablet
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Seroquel XR is indicated for the treatment of Schizophrenia.

Seroquel XR is effective in preventing relapse in stable schizophrenic patients who have
been maintained on Seroquel XR.

Seroquel XR is indicated for the treatment of moderate to severe manic episodes associated
with bipolar disorder.

Seroquel XR is indicated for the treatment of major depressive episodes in bipolar disorder.
Treatment of acute mania associated with bipolar | disorder as monotherapy or in
combination with lithium or sodium valproate.

Seroquel XR is indicated for preventing recurrence in bipolar disorder in patients whose
manic, mixed or depressive episode has responded to quetiapine treatment, as monotherapy
or in combination with lithium or sodium valproate.

Seroquel XR is indicated for add-on treatment of major depressive episods in patients with
Major Depressive Disorder (MDD) who have had sub-optimal response to antidepressant
monotherapy. Prior to initiating treatment, clinicians should consider the safety profile of
Seroquel XR.
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4.4 Special warnings and precautions for use

Paediatric population:

Suicide/suicidal thoughts or clinical worsening:

In shorter-term placebo controlled clinical studies of patients with major depressive episodes
in bipolar disorder an increased risk of suicide-related events was observed in young adult
patients younger than 25 years of age who were treated with quetiapine as compared to
those treated with placebo (3.0% vs. 0%, respectively). In clinical studies of patients with
MDD the incidence of suicide-related events observed in young adult patients (younger than
25 years of age) was 2.1% (3/144) for quetiapine and 1.3% (1/75) for placebo. A population-
based retrospective study of quetiapine for the treatment of patients with major depressive
disorder showed an increased risk of self-harm and suicide in patients aged 25 to 64 years
without a history of self-harm during use of quetiapine with other antidepressants.

Elderly patients with Parkinson's disease (PD)/parkinsonism

A population-based retrospective study of quetiapine for the treatment of patients with MDD,
showed an increased risk of death during use of quetiapine in patients aged >65 years. This
association was not present when patients with PD were removed from the analysis. Caution
should be exercised if quetiapine is prescribed to elderly patients with PD.

4.8 Undesirable effects
SOC Very Common | Common Uncommon Rare Very rare | Not Known
Blood and Decreased Leucopenia® 28 Neutropenia?, Agranulocyto
lymphatic haemoglobin?? | decreased Thrombocytope | sis 26
system neutrophil count, nia, Anaemia,
disorders eosinophils platelet count
increased?’ decreased?
Immune Hypersensitivity Anaphyla
system (including ctic
disorders allergic skin reaction®
reactions)
Endocrine Hyperprolactinaemi | Decreases in Inappropri
disorders a'®, decreases in free Tz 24, ate
total T4?4, Hypothyroidism? antidiureti
decreases in free L c
T4 24, decreases in hormone
total T3 24, secretion
increases in TSH 24
Metabolism | Elevations in Increased appetite, | Hyponatraemia ! | Metabolic
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and serum blood glucose 9, Diabetes syndrome?®
nutritional triglyceride increased to Mellitus 1.5
disorders levels 1030 hyperglycaemic Exacerbation of
Elevations in levels 6 30 pre-existing
total diabetes
cholesterol
(predominantly
LDL
cholesterol)
11,30
Decreases in
HDL
cholesterol
17.30 Weight
gain 830
Psychiatric Abnormal dreams Somnambuli
disorders and nightmares, sm and
Suicidal ideation related
and suicidal reactions
behaviour?® such as
sleep talking
and sleep
related
eating
disorder
Nervous Dizziness 4, 16 | Dysarthria Seizure 1,
system somnolence 21 Restless legs
disorders 6 headache, syndrome,
Extrapyramidal Tardive
symptoms? 21 dyskinesia 15
Syncope 416
Cardiac Tachycardia 4, QT
disorders Palpitations?? prolongation %12
18
Bradycardia3?
Eye Vision blurred
disorders
Vascular Orthostatic Venous Stroke33
disorders hypotension 416 thromboemb
olism?
Respiratory Dyspnoea 23 Rhinitis
, thoracic
and
mediastinal
disorder
Gastrointes | Dry mouth Constipation, Dysphagia’ Pancreatitis?,
tinal dyspepsia, Intestinal
disorders vomiting?® obstruction/Il
eus
Hepato- Elevations in serum | Elevations in Jaundice®
biliary alanine serum aspartate | Hepatitis
disorders aminotransferase aminotransferas

(ALT),

e (AST) 3




Elevations in

gamma-GT levels®

Skin and Angioede | Toxic Epidermal
subcutaneo mab>, Necrolysis,
us tissue Stevens- | Erythema
disorders Johnson Multiforme
syndrome | Drug Rash
5 with
Eosinophilia
and
Systemic
Symptoms
(DRESS)
Musculoske Rhabdom
letal and yolysis
connective
tissue
disorders
Renal and Urinary retention
urinary
disorders
Pregnancy, Drug withdrawal
puerperium syndrome
and neonatal3!
perinatal
conditions
Reproducti Sexual Priapism,
ve system dysfunction galactorrhoe
and breast a, breast
disorders swelling,
menstrual
disorder
General Withdrawal Mild asthenia, Neuroleptic
disorders (discontinuatio | peripheral oedema, malignant
and n) irritability, pyrexia syndrome 1,
administrati | symptoms 1° hypothermia
on site
conditions
Investigatio Elevations in
ns blood
creatine
phosphokina
seld

Severe cutaneous adverse reactions (SCARSs), including Stevens-Johnson syndrome (SJS),
toxic epidermal necrolysis (TEN), drug reaction with eosinophilia and systemic symptoms
(DRESS) have been reported in association with quetiapine treatment.



4.9 Overdose

Management of overdose

There is no specific antidote to quetiapine. In cases of severe signs, the possibility of multiple
drug involvement should be considered, and intensive care procedures are recommended,
including establishing and maintaining a patent airway, ensuring adequate oxygenation and
ventilation, and monitoring and support of the cardiovascular system.

Based on public literature, patients with delerium and agitation and a clear anticholinergic
syndrome may be treated with physostigmine, 1-2 mg (under continuous ECG monitoring).
This is not recommended as standard treatment, because of potential negative effect of
physostigmine on cardiac conductance. Physostigmine may be used if there are no ECG
aberrations. Do not use physostigmine in case of dysrhythmias, any degree of heart block or
QRS-widening.

Whilst the prevention of absorption in overdose has not been investigated, gastric lavage can
be indicated in severe poisonings and if possible to perform within one hour of ingestion. The
administration of activated charcoal should be considered.

In cases of quetiapine overdose refractory hypotension should be treated with appropriate
measures such as intravenous fluids and/or sympathomimetic agents. Epinephrine and
dopamine should be avoided, since beta stimulation may worsen hypotension in the setting of
guetiapine-induced alpha blockade.

Close medical supervision and monitoring should be continued until the patient recovers.
In case of overdose with extended-release quetiapine there is a delayed peak sedation and
peak pulse and prolonged recovery compared with IR Quetiapine overdose.

In case of a quetiapine extended-release overdose gastric bezoar formation has been
reported and appropriate diagnostic imaging is recommended to further guide patient
management.

Endoscopic pharmacobezoar removal has been performed successfully in some cases.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Clinical safety:

In short-term, placebo-controlled clinical trials in schizophrenia and bipolar mania the
aggregated incidence of extrapyramidal symptoms was similar to placebo (schizophrenia:
7.8% for quetiapine and 8.0% for placebo; bipolar mania: 11.2% for quetiapine and 11.4% for
placebo). Higher rates of extrapyramidal symptoms were seen in quetiapine treated patients
compared to those treated with placebo in short-term, placebo-controlled clinical trials in
MDD and bipolar depression. In short-term, placebo-controlled bipolar depression trials the
aggregated incidence of extrapyramidal symptoms was 8.9% for quetiapine compared to
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3.8% for placebo. In short-term, placebo-controlled monotherapy clinical trials in major
depressive disorder the aggregated incidence of extrapyramidal symptoms was 5.4% for
Seroquel XR and 3.2% for placebo. In a short-term placebo-controlled monotherapy trial in
elderly patients with major depressive disorder, the aggregated incidence of extrapyramidal
symptoms was 9.0% for Seroquel XR and 2.3% for placebo. In both bipolar depression and
MDD, the incidence of the individual adverse events (e.g. akathisia, extrapyramidal disorder,
tremor, dyskinesia, dystonia, restlessness, muscle contractions involuntary, psychomotor
hyperactivity and muscle rigidity did not exceed 4% in any treatment group.
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