o L E N Film Coated Tablets

Composition:

Each Olen (2.5, 5, 7.5, 10, 15) Film Coated Tablet contains:
Olanzapine: 2.5, 5, 7.5, 10, or 15 mg.

Pharmacological Properties & Mechanism of Action:

Olen efficacy in schizophrenia is mediated through a combination
of dopamine and serotonin type 2 (SHT2) antagonism. The mech-
anism of action of olanzapine in the treatment of acute manic or
mixed episodes associated with bipolar I disorder is unknown.
Pharmacokinetic:

Olanzapine is well absorbed after oral administration, reaching
peak plasma concentrations within 5 to 8 hours. Olanzapine binds
to plasma proteins (mainly albumin and a1-acid-glycoprotein) by
about 93%. It is metabolized in the liver by conjugative and oxi-
dative pathways. Following a single oral dose of olanzapine, 7%
of the dose of olanzapine was recovered in the urine as unchanged
drug. Approximately 57% and 30% of the dose was recovered in
the urine and feces, respectively.

Indications:

- Treatment of schizophrenia in adults.

- Treatment of manic or mixed episodes associated with bipolar I
disorder and maintenance treatment of bipolar I disorder.

- Adjunct to valproate or lithium in the treatment of manic or
mixed episodes associated with bipolar I disorder.

- Depressive episodes associated with bipolar I disorder.
Contraindications:

- Hypersensitivity to olanzapine or to any of the excipients.

- Patients with known risk of narrow-angle glaucoma.

‘Warnings & Precautions:

e Olen is not recommended for use in patients with dementia-re-
lated psychosis and/or behavioral disturbances because of an in-
crease in the risk of cerebrovascular accident.

e The level of glucose and lipids in the blood should be moni-
tored regularly.

e Acute symptoms such as sweating, insomnia, tremor, anxiety,
nausea, or vomiting have been reported rarely when olanzapine
is stopped abruptly.

e If signs or symptoms of tardive dyskinesia appear in a patient
on olanzapine, a dose reduction or discontinuation should be con-
sidered.

e Postural hypotension was infrequently observed in the elderly
over 65 years of age.

e Caution should be exercised in patients:

- With prostatic hypertrophy, or paralytic ileus.

- With elevated ALT and/or AST, or with signs and symptoms of

REVAPHARMA

hepatic impairment.

- With low leukocyte and/or neutrophil counts for any reason.

- Who have a history of nervous seizures.

- Worsening of Parkinson’s disease symptoms and hallucinations
when using olanzapine in the treatment of psychosis associated
with dopamine agonists.

Pregnancy & Lactation:

Pregnancy: Pregnancy category C. Olen should be used during
pregnancy only if the potential benefit justifies the potential risk
to the fetus.

Lactation: Olanzapine is excreted in breast milk. Mothers should
be advised not to breast-feed an infant if they are taking olan-
zapine.

Driving & Using Machines:

Because olanzapine may cause somnolence and dizziness, pa-
tients should be cautioned about operating machinery, including
motor vehicles.

Drug Interactions:

- Diazepam and alcohol: May potentiate orthostatic hypotension.
- Carbamazepine and smoking: The metabolism of olanzapine is
induced by smoking and carbamazepine, which may lead to re-
duced olanzapine concentrations in the blood.

- Fluvoxamine: May increase olanzapine blood levels.

- Activated charcoal reduces the bioavailability of oral olanzapine
by 50% to 60%.

- Antihypertensive Agents: Enhanced antihypertensive effect.

- Levodopa and Dopamine Agonists: May antagonize levodopa/
dopamine agonists.

Side Effects:

The most frequently reported adverse reactions were somnolence,
weight gain, eosinophilia, elevated prolactin, cholesterol, glucose
and triglyceride levels, glucosuria, increased appetite, dizziness,
akathisia, parkinsonism, leukopenia, neutropenia, dyskinesia, or-
thostatic hypotension, anticholinergic effects (constipation, dry
mouth), transient asymptomatic elevations of hepatic aminotrans-
ferases, rash, fatigue, pyrexia, arthralgia, increased alkaline phos-
phatase, high uric acid, high creatine phosphokinase and oedema,
erectile dysfunction in males, decreased libido in both males and
females.

Dosage & Administration:

Olen may be given without regard to meals.

s Adolescents
Indication Adults (13-17 Years)
Start at 5-10 mg  [Start at 2.5-5 mg once
. . once daily. daily.
Schizophrenia Target: 10 mg/day | Target: 10 mg/day
within several days. | within several days.

Start at 2.5-5 mg once

Blpola_r I Dlsgrder Start at 10 or 15 mg daily.
(manic or mixed once dail Target: 10 mg/da
episodes) ¥ set graay

within several days.

In combination with In combination with

Depressive Epi- | fluoxetine: Start at .
CPIESSIVE BD uoxetine: S fluoxetine: Start at 2.5
sodes associated | 5 mg of oral olan- ;
o : mg of oral olanzapine
with Bipolar I zapine and 20 mg
. . and 20 mg of fluoxe-
Disorder of fluoxetine once

daily. tine once daily.

Renal and/or Hepatic Impairment: Consideration should be given
to starting at a dose lower than 5 mg for such patients. In cases
of moderate hepatic impairment, the starting dose should be 5 mg
and increased only with caution.

Children: Olanzapine is not recommended for use in children and
adolescents below 13 years of age due to a lack of data on safety
and efficacy.

Overdose:

Symptoms: in overdose include, agitation/aggressiveness, dys-
arthria, various extrapyramidal symptoms, delirium, convulsion,
coma, possible neuroleptic malignant syndrome, respiratory de-
pression, hypertension or hypotension, cardiac arrhythmias and
cardiopulmonary arrest.

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

Storage:

Keep out of reach of children. Store below 25 °C.

Packaging:

Each Olen carton box contains 20 Film Coated Tablets in two
Alu\Alu strips.
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