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Excipients .qg.s.
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Pharmaceutical Form:
Film Coated Tablets

Therapeutic indications:

Adults:

Olanzapine is indicated for the treatment of schizophrenia.

Olanzapine is effective in maintaining the clinical improvement during continuation therapy in patients who
have shown aninitial treatment response.

Olanzapine is indicated for the treatment of moderate to severe manic episode.

In patients whose manic episode has responded to olanzapine treatment, olanzapine is indicated for the
prevention of recurrence in patients with bipolar disorder.

Posology and method of administration:

Posology:

Adults:

Schizophrenia: The recommended starting dose for olanzapine is 10 mg/day.

Manic episode: The starting dose is 15 mg as a single daily dose in monotherapy or 10 mg daily in
combination therapy.

Preventing recurrence in bipolar disorder: The recommended starting dose is 10 mg/day. For patients who
have been receiving olanzapine for treatment of manic episode, continue therapy for preventing recurrence
at the same dose. If a new manic, mixed, or depressive episode occurs, olanzapine treatment should be
continued (with dose optimisation as needed), with supplementary therapy to treat mood symptoms, as
clinically indicated.

During treatment for schizophrenia, manic episode and recurrence prevention in bipolar disorder, daily
dosage may subsequently be adjusted on the basis of individual clinical status within the range 5-20 mg/day.
Anincrease to a dose greater than the recommended starting dose is advised only after appropriate clinical
reassessment and should generally occur at intervals of not less than 24 hours. Olanzapine can be given
without regards for meals as absorption is not affected by food. Gradual tapering of the dose should be
considered when discontinuing olanzapine.

Special populations:

Elderly:

A lower starting dose (5 mg/day) is not routinely indicated but should be considered for those 65 and over
when clinical factors warrant.

Renal and/or hepatic impairment:

A lower starting dose (5 mg) should be considered for such patients. In cases of moderate hepatic
insufficiency (cirrhosis, Child-Pugh Class A or B), the starting dose should be 5 mg and only increased with
caution.

Smokers:

The starting dose and dose range need not be routinely altered for non-smokers relative to smokers.

The metabolism of olanzapine may be induced by smoking. Clinical monitoring is recommended and an
increase of olanzapine dose may be considered if necessary.

When more than one factor is present which might result in slower metabolism (female gender, geriatric age,
non-smoking status), consideration should be given to decreasing the starting dose. Dose escalation, when
indicated, should be conservative in such patients.

Paediatric population:

Olanzapine is not recommended for use in children and adolescents below 18 years of age due to a lack of
data on safety and efficacy. A greater magnitude of weight gain, lipid and prolactin alterations has been
reported in short term studies of adolescent patients than in studies of adult patients.

uncommonly (=0.1% and < 1%). A causal relationship between the occurrence of venous thromboembolism
and treatment with olanzapine has not been established.

General CNS activity:
Given the primary CNS effects of olanzapine, caution should be used when it is taken in combination with
other centrally acting medicines and alcohol.

Seizures
Olanzapine should be used cautiously in patients who have a history of seizures or are subject to factors
which may lower the seizure threshold. Seizures have been reported to occur uncommonly in patients when
treated with olanzapine. In most of these cases, a history of seizures or risk factors for seizures were
reported.

Tardive Dyskinesia:
In comparator studies of one year or less duration, olanzapine was associated with a statistically significant
lower incidence of treatment emergent dyskinesia.

Postural hypotension:
Postural hypotension was infrequently observed in the elderly in olanzapine clinical trials. Itis recommended
that blood pressure is measured periodically in patients over 65 years.

Sudden cardiac death
In postmarketing reports with olanzapine, the event of sudden cardiac death has been reported in patients
with olanzapine.

Drug interactions:

Interaction studies have only been performed in adults.

Potential interacti ffecting ol i

Since olanzapine is metabolised by CYP1A2, substances that can specifically induce or inhibit this
isoenzyme may affect the pharmacokinetics of olanzapine.

Induction of CYP1A2:

The metabolism of olanzapine may be induced by smoking and carbamazepine, which may lead to reduced
olanzapine concentrations. Only slight to moderate increase in olanzapine clearance has been observed.

Inhibition of CYP1A2:
Fluvoxamine, a specific CYP1A2 inhibitor, has been shown to significantly inhibit the metabolism of
olanzapine.

Decreased bioavailability:

Activated charcoal reduces the bioavailability of oral olanzapine by 50 to 60% and should be taken at least 2
hours before or after olanzapine.

Fluoxetine (a CYP2D6 inhibitor), single doses of antacid (aluminium, magnesium) or cimetidine have not
been found to significantly affect the pharmacokinetics of olanzapine.

Potential for olanzapine to affect other medicinal products:

Olanzapine may antagonise the effects of direct and indirect dopamine agonists.

Olanzapine does not inhibit the main CYP450 isoenzymes in vitro (e.g. 1A2, 2D6, 2C9, 2C19, 3A4).
Olanzapine showed no interaction when co-administered with lithium or biperiden.

General CNS activity:

Caution should be exercised in patients who consume alcohol or receive medicinal products that can cause
central nervous system depression.

The concomitant use of olanzapine with anti-Parkinsonian medicinal products in patients with Parkinson's
disease and dementia is not recommended.

QTcinterval:
Caution should be used if olanzapine is being administered concomitantly with medicinal products known to
increase QTcinterval.

Pregnancy and Lactation:

Pregnancy:

EUROPREX 5 & EUROPREX 10 should be used in pregnancy only if the potential benefit justifies the
potential risk to the foetus.

New born infants exposed to antipsychotics (including olanzapine) during the third trimester of pregnancy

Method of administration: For Oral administration.

Contraindications:
Hypersensitivity to the active substance or to any of the excipients of formulation.
Patients with known risk of narrow-angle glaucoma.

Warnings and Precautions:

During antipsychotic treatment, improvement in the patient's clinical condition may take several days to
some weeks. Patients should be closely monitored during this period.

Dementia-related psychosis and/or behavioural disturbances:

Olanzapine is not recommended for use in patients with dementia-related psychosis and/or behavioural
disturbances because of an increase in mortality and the risk of cerebrovascular accident.

Parkinson's disease:
The use of olanzapine in the treatment of dopamine agonist associated psychosis in patients with
Parkinson's disease is not recommended.

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially life-threatening condition associated with antipsychotic medicinal products.

Rare cases reported as NMS have also been received in association with olanzapine.

If a patient develops signs and symptoms indicative of NMS, or presents with unexplained high fever without
additional clinical manifestations of NMS, all antipsychotic medicines, including olanzapine must be
discontinued.

Hyperglycaemia and diabetes
Hyperglycaemia and/or development or exacerbation of diabetes occasionally associated with ketoacidosis
or coma has been reported uncommonly, including some fatal cases.

Lipid alterations

Undesirable alterations in lipids have been observed in olanzapine-treated patients in placebo-controlled
clinical trials. Lipid alterations should be managed as clinically appropriate, particularly in dyslipidemic
patients and in patients with risk factors for the development of lipids disorders.

Anticholinergic activity:
While olanzapine demonstrated anticholinergic activity in vitro, experience during the clinical trials revealed
alowincidence of related events.

Hepatic function

Transient, asymptomatic elevations of hepatic aminotransferases, ALT, AST have been seen commonly,
especially in early treatment. Caution should be exercised and follow-up organised in patients with elevated
ALT and/or AST, in patients with signs and symptoms of hepatic impairment, in patients with pre-existing
conditions associated with limited hepatic functional reserve, and in patients who are being treated with
potentially hepatotoxic medicines. In cases where hepatitis (including hepatocellular, cholestatic or mixed
liverinjury) has been diagnosed, olanzapine treatment should be discontinued.

Neutropenia

Caution should be exercised in patients with low leukocyte and/or neutrophil counts for any reason, in
patients receiving medicines known to cause neutropenia, in patients with a history of drug-induced bone
marrow depression/toxicity, in patients with bone marrow depression caused by concomitant illness,
radiation therapy or chemotherapy and in patients with hypereosinophilic conditions or with
myeloproliferative disease.

Discontinuation of treatment:
Acute symptoms such as sweating, insomnia, tremor, anxiety, nausea, or vomiting have been reported
rarely (20.01% and <0.1%) when olanzapine is stopped abruptly.

QT interval:

Caution should be exercised when olanzapine is prescribed with medicines known to increase QTc interval,
especially in the elderly, in patients with congenital long QT syndrome, congestive heart failure, heart
hypertrophy, hypokalaemia or hypomagnesaemia.

Thromboembolism:
Temporal association of olanzapine treatment and venous thromboembolism has been reported

are at risk of adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in
severity and duration following delivery. There have been reports of agitation, hypertonia, hypotonia, tremor,
somnolence, respiratory distress, or feeding disorder. Consequently, newborns should be monitored
carefully.

Lactation:
In a study in breast-feeding, healthy women, olanzapine was excreted in breast milk. Patients should be
advised not to breast feed an infant.

Undesirable effects:

The most frequent adverse effects are somnolence and weight gain; hyperprolactinaemia is also common,
but usually asymptomatic. Increased appetite, dizziness, fatigue, elevated plasma glucose, triglyceride, and
liver enzyme values, oedema, orthostatic hypotension, and mild transient antimuscarinic effects such as
constipation and dry mouth are also relatively common. Blood dyscrasias including agranulocytosis,
eosinophilia, leucopenia, neutropenia, and thrombocytopenia have also been reported.

Weight gain, sedation, and liver enzyme values, lipid, and prolactin alterations may be greater in
adolescents than in adults. More severe abnormalities of glucose homoeostasis are uncommon; severe
hyperglycaemia, or exacerbation of pre-existing diabetes, sometimes leading to ketoacidosis,

coma, ordeath, has occurred.

Olanzapine is associated with a low incidence of extrapyramidal effects, including tardive dyskinesia,
although these effects may be more likely at high doses and in the elderly; the risk of tardive dyskinesia also
increases with long-term use. Neuroleptic malignant syndrome has been reported rarely.

Overdose:

Signs and symptoms:

Very common symptoms in overdose (>10% incidence) include tachycardia, agitation/aggressiveness,
dysarthria, various extrapyramidal symptoms, and reduced level of consciousness ranging from sedation to
coma.

Other medically significant sequelae of overdose include delirium, convulsion, coma, possible neuroleptic
malignant syndrome, respiratory depression, aspiration, hypertension or hypotension, cardiac arrhythmias
(< 2% of overdose cases) and cardiopulmonary arrest. Fatal outcomes have been reported for acute
overdoses as low as 450 mg but survival has also been reported following acute overdose of approximately 2
goforal olanzapine.

Management:

There is no specific antidote for olanzapine. Induction of emesis is not recommended. Standard procedures
for management of overdose may be indicated (i.e. gastric lavage, administration of activated charcoal). The
concomitant administration of activated charcoal was shown to reduce the oral bioavailability of olanzapine
by 50to 60%.

Symptomatic treatment and monitoring of vital organ function should be instituted according to clinical
presentation, including treatment of hypotension and circulatory collapse and support of respiratory
function. Do not use epinephrine, dopamine, or other sympathomimetic agents with beta agonist activity
since beta stimulation may worsen hypotension. Cardiovascular monitoring is necessary to detect possible
arrhythmias. Close medical supervision and monitoring should continue until the patient recovers.

Storage:
Store below 30°C in dry place, protect from moisture and light.

Keep the medicine out of reach of children.

Presentation:
10 Tablets are packed in a PVC/Alu blister foil.
Such 1 blister is packed in a printed carton alongwith package insert.

Manufactured by:

US Pharma’

(INDIA) Private Limited
Pioneering Excellence. Redefining Quality.
www.uspharma.in
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