


1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 2.5 mg film-coated tablets t
2. QUALITATIVE AND QUANTITATIVE COMPOSITION @

. Q,
Each film-coated tablet contains 2.5 mg olanzapine. {\

Excipient with known effect: Each film-coated tablet contains 63.17 mg lactose. O
For the full list of excipients, see section 6.1 &
3. PHARMACEUTICAL FORM @

Film-coated tablet K

White, round, biconvex film-coated tablets engraved ‘APO’ @ide and ‘OLA’ over 2.5’
on the other side. Q
4. CLINICAL PARTICULARS \O

4.1 Therapeutic indications O

Adults
Olanzapine is indicated for the treatment otgdzophrenia.

Olanzapine is effective in maintaining th¢*€linical improvement during continuation therapy in
patients who have shown an initialé ent response.

Olanzapine is indicated for th@ment of moderate to severe manic episode.

In patients whose manic gp @‘ e has responded to olanzapine treatment, olanzapine is indicated
for the prevention of recligrence in patients with bipolar disorder (see section 5.1).

4.2 Posology an thod of administration

Adults @

Schizophre@ recommended starting dose for olanzapine is 10 mg/day.
.

Manic E}e: The starting dose is 15 mg as a single daily dose in monotherapy or 10 mg daily

in CQK ion therapy (see section 5.1).
P ing recurrence in bipolar disorder: The recommended starting dose is 10 mg/day. For
@nts who have been receiving olanzapine for treatment of manic episode, continue therapy
preventing recurrence at the same dose. If a new manic, mixed, or depressive episode occurs,
lanzapine 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. An increase 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 b

Elderly
A lower starting dose (5 mg/day) is not routinely indicated but should be considered for \@5

and over when clinical factors warrant (see section 4.4). {
Renal and/or hepatic impairment O
A lower starting dose (5 mg) should be considered for such patients. In cases rate

hepatic insufficiency (cirrhosis, Child-Pugh Class A or B), the starting dose% be 5 mg and

only increased with caution. 0

Smokers
The starting dose and dose range need not be routinely altered for sion-smokers relative to
smokers. The metabolism of olanzapine may be induced by sm Clinical monitoring is

recommended and an increase of olanzapine dose may be co
section 4.5).

if necessary (see

When more than one factor is present which might res Qlower metabolism (female gender,
geriatric age, non-smoking status), consideration sho '@ e given to decreasing the starting dose.
Dose escalation, when indicated, should be conservatiye in such patients.

(See sections 4.5 and 5.2)

Paediatric population Q

Olanzapine is not recommended for u$glin children and adolescents below 18 years of age due
to a lack of data on safety and efficag§. A“greater magnitude of weight gain, lipid and prolactin
studies of adolescent patients than in studies of adult

alterations has been reported in sh
patients (see sections 4.4, 4.8, .%5.2).
4.3 Contraindicationso

Hypersensitivity to the &/e substance or to any of the excipients listed in section 6.1.
Patients with known narrow-angle glaucoma.

4.4 Special nings and precautions for use

During anti %e treatment, improvement in the patient's clinical condition may take several
days to b@eks. Patients should be closely monitored during this period.

ural disturbances because of an increase in mortality and the risk of cerebrovascular
cident. In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean
78 years) with dementia-related psychosis and/or disturbed behaviours, there was a 2-fold

ncrease in the incidence of death in olanzapine-treated patients compared to patients treated

with placebo (3.5% vs. 1.5%, respectively). The higher incidence of death was not associated
with olanzapine dose (mean daily dose 4.4 mg) or duration of treatment. Risk factors that may
predispose this patient population to increased mortality include age > 65 years, dysphagia,
sedation, malnutrition and dehydration, pulmonary conditions (e.g., pneumonia, with or without
aspiration), or concomitant use of benzodiazepines. However, the incidence of death was higher
in olanzapine-treated than in placebo-treated patients independent of these risk factors.



In the same clinical trials, cerebrovascular adverse events (CVAE e.g., stroke, transient ischemic
attack), including fatalities, were reported. There was a 3-fold increase in CVAE in patients
treated with olanzapine compared to patients treated with placebo (1.3% vs. 0.4%, respectively)S
All olanzapine- and placebo-treated patients who experienced a cerebrovascular event had pre-
existing risk factors. Age > 75 years and vascular/mixed type dementia were identified as ris@
factors for CVAE in association with olanzapine treatment. The efficacy of olanzapine wa%

established in these trials. . \

Parkinson's disease
The use of olanzapine in the treatment of dopamine agonist associated psychosis in@ents with
Parkinson's disease is not recommended. In clinical trials, worsening of Parki@
symptomatology and hallucinations were reported very commonly and mor% ntly than
with placebo (see section 4.8), and olanzapine was not more effective than o in the
treatment of psychotic symptoms. In these trials, patients were initially re§uirgd to be stable on
the lowest effective dose of anti- Parkinsonian medicinal products (dogamine agonist) and to
remain on the same anti-Parkinsonian medicinal products and dos;f t ghout the study.

1

Olanzapine was started at 2.5 mg/day and titrated to a maximum 5 mg/day based on

investigator judgement. @

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially life-threatening condition associated Wi ipsychotic medicinal
products. Rare cases reported as NMS have also been iyed in association with olanzapine.

evidence of autonomic instability (irregular pulse od pressure, tachycardia, diaphoresis,
and cardiac dysrhythmia). Additional signs maynclude elevated creatine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute re ilure. If a patient develops signs and
symptoms indicative of NMS, or presents explained high fever without additional
clinical manifestations of NMS, all antipsycliefic medicines, including olanzapine must be

discontinued. &

Hyperglycaemia and diabetes
Hyperglycaemia and/or devel @r exacerbation of diabetes occasionally associated with
ketoacidosis or coma has bee rted uncommonly, including some fatal cases (see

section 4.8). In some cases increase in body weight has been reported which may be a

predisposing factor. &
0

Clinical manifestations of NMS are hyperpyrexia,% igidity, altered mental status, and
or

Appropriate clinical mofiitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
measuring of blood ¢ at baseline, 12 weeks after starting olanzapine treatment and annually
thereafter. Patients tre with any antipsychotic medicines, including Olanzapine Apotex, should be
observed for sigNd symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) an&@ ts with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored rggul for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseliney @r}d 12 weeks after starting olanzapine treatment and quarterly thereafter.
ions
ble alterations in lipids have been observed in olanzapine-treated patients in placebo
ed clinical trials (see section 4.8). Lipid alterations should be managed as clinically
@opriate, particularly in dyslipidemic patients and in patients with risk factors for the
elopment of lipids disorders. Patients treated with any antipsychotic medicines, including
lanzapine Apotex, should be monitored regularly for lipids in accordance with utilised
antipsychotic guidelines, e.g. at baseline, 12 weeks after starting olanzapine treatment and every
5 years thereafter.

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clinical
trials revealed a low incidence of related events. However, as clinical experience with
olanzapine in patients with concomitant illness is limited, caution is advised when prescribing
for patients with prostatic hypertrophy, or paralytic ileus and related conditions.




Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine transferase (ALT), t

aspartate transferase (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 condit1
associated with limited hepatic functional reserve, and in patients who are being treated
potentially hepatotoxic medicines. In cases where hepatitis (including hepatocellular, gholestatic
or mixed liver injury) has been diagnosed, olanzapine treatment should be disconti

Neutropenia 9
Caution should be exercised in patients with low leukocyte and/or neutroph% s for any
S

reason, in patients receiving medicines known to cause neutropenia, in pati th a history of
drug-induced bone marrow depression/toxicity, in patients with bone ma epression caused
by concomitant illness, radiation therapy or chemotherapy and in pati ith

hypereosinophilic conditions or with myeloproliferative disease. Neutropehia has been reported
commonly when olanzapine and valproate are used concomitantly«see section 4.8).

Discontinuation of treatment @
Acute symptoms such as sweating, insomnia, tremor, anxiet%:ea, or vomiting have been
reported rarely (= 0.01% and < 0.1%) when olanzapine i@p abruptly.

QT interval

In clinical trials, clinically meaningful QTc prolon%ns (Fridericia QT correction [QTcF] >
500 milliseconds [msec] at any time post baselipg,in patients with baseline QTcF < 500 msec)
were uncommon (0.1% to 1%) in patients treat@th olanzapine, with no significant
differences in associated cardiac events cm@ to placebo. However, caution should be
exercised when olanzapine is prescribed withmnedicines known to increase QTc¢ interval,
especially in the elderly, in patients ngenital long QT syndrome, congestive heart failure,
heart hypertrophy, hypokalaemia or @ agnesaemia.

Thromboembolism Q

Temporal association of olanzgpie treatment and venous thromboembolism has been reported
uncommonly (> 0.1% and <l7®#A causal relationship between the occurrence of venous
thromboembolism and Er%t with olanzapine has not been established. However, since

patients with schizophrefiia often present with acquired risk factors for venous
thromboembolism al 1ble risk factors of VTE e.g. immobilisation of patients, should be
identified and p tiwg'measures undertaken.

General CNS @L\[
Given the pp CNS effects of olanzapine, caution should be used when it is taken in
combinatj 1th other centrally acting medicines and alcohol. As it exhibits in vitro dopamine
antago@ anzapine may antagonize the effects of direct and indirect dopamine agonists.
.
RN

Se
0) ine should be used cautiously in patients who have a history of seizures or are subject to
rs which may lower the seizure threshold. Seizures have been reported to occur
ommonly in patients when treated with olanzapine. In most of these cases, a history of
eizures 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. However the risk of tardive
dyskinesia increases with long term exposure, and therefore if signs or symptoms of tardive
dyskinesia appear in a patient on olanzapine, a dose reduction or discontinuation should be
considered. These symptoms can temporally deteriorate or even arise after discontinuation of
treatment.




Postural hypotension
Postural hypotension was infrequently observed in the elderly in olanzapine clinical trials. It is
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 rej o@in
patients with olanzapine. In a retrospective observational cohort study, the risk of pre@ sudden
cardiac death in patients treated with olanzapine was approximately twice the risk i ignts not using
antipsychotics. In the study, the risk of olanzapine was comparable to the risk of at 1

antipsychotics included in a pooled analysis. Q

Paediatric population

Olanzapine is not indicated for use in the treatment of children and adole > Studies in
patients aged 13-17 years showed various adverse reactions, including@ﬂ gain, changes in
metabolic parameters and increases in prolactin levels (see sections 4.8 5.1).

galactose intolerance, the Lapp lactase deficiency or glucosesgalactose malabsorption should not

Lactose
Olanzapine Apotex film-coated tablets contain lactose. Patieﬁ@ rare hereditary problems of
take this medicine. -

9/

4.5 Interaction with other medicinal produ& ther forms of interaction

Interaction studies have only been performed i@llts.

Potential interactions affecting olanzapine Q
Since olanzapine is metabolised by CYP1A2%Nsubstances that can specifically induce or inhibit
this isoenzyme may affect the pharmag@gkinetics of olanzapine.

9

Induction of CYP1A2
The metabolism of olanzapin @induced by smoking and carbamazepine, which may lead
&"s

to reduced olanzapine concen . Only slight to moderate increase in olanzapine clearance
has been observed. The clini sequences are likely to be limited, but clinical monitoring is
recommended and an incge @, olanzapine dose may be considered if necessary (see

section 4.2).

Inhibition of CYPIAQ
Fluvoxamine, aNﬁc YP1A2 inhibitor, has been shown to significantly inhibit the
metabolism 0% pine. The mean increase in olanzapine Cpax following fluvoxamine was 54
% in femal okers and 77 % in male smokers. The mean increase in olanzapine AUC
was 52 8 % respectively. A lower starting dose of olanzapine should be considered in
patient are using fluvoxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A
dec n’wthe dose of olanzapine should be considered if treatment with an inhibitor of
C ﬁ& is initiated.

greased bioavailability

ivated charcoal reduces the bioavailability of oral olanzapine by 50 to 60% and should be
aken 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). Thus no particular interaction is expected as verified through in vivo studies where no
inhibition of metabolism of the following active substances was found: tricyclic antidepressant
(representing mostly CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or b
diazepam (CYP3A4 and 2C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden. @ %

Therapeutic monitoring of valproate plasma levels did not indicate that valproate d
adjustment is required after the introduction of concomitant olanzapine. @

General CNS activity Q

Caution should be exercised in patients who consume alcohol or receive rr@ 1 products that

can cause central nervous system depression.

The concomitant use of olanzapine with anti-Parkinsonian medicinal prodficts in patients with
Parkinson's disease and dementia is not recommended (see sectiom%).

QTc interval @
Caution should be used if olanzapine is being administered %ﬂitantly with medicinal
products known to increase QTc interval (see section 4.40

4.6 Fertility, pregnancy and lactation \O

Pregnancy
There are no adequate and well-controlled stud@l pregnant women. Patients should be

advised to notify their physician if they bec@)regnant or intend to become pregnant during
treatment with olanzapine. Nevertheless, becayse human experience is limited, olanzapine
should be used in pregnancy only if ﬂWtJential benefit justifies the potential risk to the foetus.

pregnancy are at risk of adversg ns including extrapyramidal and/or withdrawal symptoms that
% ollowing delivery. There have been reports of agitation, hypertonia,
sspiratory distress, or feeding disorder. Consequently, newborns

Newborn infants exposed to antips gﬁ&s (including olanzapine) during the third trimester of
éc?

may vary in severity and durat
hypotonis, tremor, somnoleneg

should be monitored cari

Breast-feeding
In a study in breast-fecdifig, healthy women, olanzapine was excreted in breast milk. Mean

infant exposure /kg) at steady state was estimated to be 1.8% of the maternal olanzapine
dose (mg/kg).@
Patients sh advised not to breast-feed an infant if they are taking olanzapine.

.

Fertilit
Eff&&ﬁ}ertility are unknown (see section 5.3 for preclinical information).

4. Effects on ability to drive and use machines

@studies on the effects on the ability to drive and use machines have been performed. Because
lanzapine may cause somnolence and dizziness, patients should be cautioned about operating
machinery, including motor vehicles.

4.8 Undesirable effects

Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the use of
olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,




cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite, dizziness,
akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic hypotension,

anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases (see
rexia, arthralgia, increased alkaline phosphatase, high ga

section 4.4), rash, asthenia, fatigue

glutamyltransferase, high uric acid, high creatine phosphokinase and oedema.

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigations observe
reporting and in clinical trials. Within each frequency grouping, adverse reactions
of decreasing seriousness. The frequency terms listed are defined as follows: Ve
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,

rare (< 1/10,000), not known (cannot be estimated from the available data). &
N

<

.
d, asspontaneous

o

ented in order

on (> 1/10),
< 1/1,000), very

Very common | Common

Uncommon

Not
known

Blood and lymphatic system disorders

Rare \I
2

Eosinophilia

Leukopenia'’
Neutropenia'’

AN

'%)mbocytopenial !

Immune system disorders

| Hypersensitivity,

U
v

Metabolism and nutrition disorders

N

Weight gain' Elevated
cholesterol
levels*?
Elevated glucose
levels*

Elevated
triglyceride
levels*®
Glucosuria
Increased

Develo t
exacerbation

ses (see section 4.4)

Hypothermia!?

Nervous system disorders

Somnolence Dizzine@"
Akathist

Seizures where in most
cases a history of
seizures or risk factors
for seizures were
reported 1

Dystonia (including
oculogyration) '
Tardive dyskinesia'’

Amnesia ’

Dysarthria

Stuttering''
Restless legs

syndrome'!

Neuroleptic
malignant syndrome
(see section 4.4)!2
Discontinuation
symptoms” 12

Cardiac disorders

Bradycardia
QT prolongation (see
section 4.4)

Ventricular
tachycardia/fibrillatio
n, sudden death (see




| section 4.4)"

Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see

dysfunction in
males

Decreased libido
in males and
females

Breast enlargement
Galactorrhea in
females
Gynaecomastia/breast
enlargement in males

section 4.4) *
Respiratory, thoracic and mediastinal disorders ( -
| Epistaxis’ | ~)N
Gastrointestinal disorders ‘U
Mild, transient Abdominal distension’ Pancreatitis\
anticholinergic Salivary &
effects including | hypersecretion'' 0
constipation and
dry mouth m
Hepatobiliary disorders ~
Transient, atitis (including
asymptomatic atocellular,
elevations of olestatic or mixed
hepatic iver injury) !
aminotransferases Q 1
(ALT, AST),
especially in early \O
treatment (sece
section 4.4) e
Skin and subcutaneous tissue disorders \J
Rash Ph@sitivity Drug
acti Reaction
ecia with
Eosinophil
ia and
Systemic
b Symptoms
N (DRESS)
Musculoskeletal and cofinetive tissue disorders
| %ﬁ | Rhabdomyolysis
Renal and urinary ers
Urinary incontinence,
urinary retention
P Urinary hesitation'
Pregnagc;(pN erium and perinatal conditions
\\ Drug
* (J withdrawal
\ syndrome
b neonatal (see
N section 4.6)
&roductive system and breast disorders
Erectile Amenorrhea Priapism!?

General disorders and administration site conditions

Asthenia
Fatigue




Oedema
Pyrexia!®

Investigations

D
Elevated plasma | Increased alkaline | Increased total 0
prolactin levels® | phosphatase'® bilirubin @
High creatine
phosphokinase'" 4 \%
v

L
High Gamma (
Glutamyltransfera O
10

S¢€

High uric acid ' ’zo

2

v

: Clinically significant weight gain was observed across all baseline Bo Q; Index (BMI)
categories. Following short term treatment (median duration 47 days), t gain > 7% of baseline
body weight was very common (22.2 %), > 15 % was common (4.2 %) and > 25 % was uncommon
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their base '&ody weight with long-term
exposure (at least 48 weeks) were very common (64.4 %, 31.7 @1 12.3 % respectively).

% Mean increases in fasting lipid values (total cholesterol, lesterol, and triglycerides) were
greater in patients without evidence of lipid dysregulatio at'bastline.

3 Observed for fasting normal levels at baseline ( IQnol/l) which increased to high
(= 6.2 mmol/l). Changes in total fasting cholesterol levels from borderline at baseline (> 5.17 -
< 6.2 mmol/l) to high (= 6.2 mmol/l) were very, mon.

*Observed for fasting normal levels at bas% 5.56 mmol/l) which increased to high (> 7 mmol/l).
Changes in fasting glucose from borderline at baseline (= 5.56 - <7 mmol/l) to high (= 7 mmol/l) were
very common.

> Observed for fasting normal levgb aseline (< 1.69 mmol/l) which increased to high

(> 2.26 mmol/1). Changes in fasti 1glycerides from borderline at baseline (= 1.69 mmol/I -

<2.26 mmol/l) to high (> 2.2%01/1) Wwere very common.

®In clinical trials, the inci Q of Parkinsonism and dystonia in olanzapine-treated patients was
numerically higher, b {itatistically significantly different from placebo. Olanzapine-treated patients
had a lower inciden arkinsonism, akathisia and dystonia compared with titrated doses of
haloperidol. In %ﬁse of detailed information on the pre-existing history of individual acute and

tardive extrapy 1 movement disorders, it cannot be concluded at present that olanzapine produces
less tardive d ia and/or other tardive extrapyramidal syndromes.

7 Acute § %s such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been
rep(zrte@ olanzapine is stopped abruptly.

8 \cal trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of
range in approximately 30% of olanzapine treated patients with normal baseline prolactin
alfie. In the majority of these patients the elevations were generally mild, and remained below two
@mes the upper limit of normal range.

° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 A5 assessed by measured values from clinical trials in the Olanzapine Integrated Database.

' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.

10



12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated at the
upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database.

Long-term exposure (at least 48 weeks) b
The proportion of patients who had adverse, clinically significant changes in weight gain, IL@,
r@ed 9-12

onths.

total LDL/HDL cholesterol or triglycerides increased over time. In adult patients who ¢o
months of therapy, the rate of increase in mean blood glucose slowed after approximat

Additional information on special populations
In clinical trials in elderly patients with dementia, olanzapine treatment was agsoei with a higher
incidence of death and cerebrovascular adverse reactions compared to place %ection 4.4). Very

common adverse reactions associated with the use of olanzapine in this pati up were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erythema, viSual hallucinations and
urinary incontinence were observed commonly. @

In clinical trials in patients with drug-induced (dopamine agonist) pS§ychosis associated with
Parkinson’s disease, worsening of Parkinsonian symptomatolog allucinations were reported
very commonly and more frequently than with placebo.

resulted in an incidence of neutropenia of 4.1%; a potential cOntributing factor could be high plasma
valproate levels. Olanzapine administered with lithim@V Iproate resulted in increased levels
(210%) of tremor, dry mouth, increased appetite, a\‘ ght gain. Speech disorder was also reported
commonly. During treatment with olanzapine in combihation with lithium or divalproex, an increase
of > 7% from baseline body weight occurred i % of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment (u months) for recurrence prevention in patients with
bipolar disorder was associated with an incréage of >7% from baseline body weight in 39.9% of

patients. &

Paediatric population
Olanzapine is not indicated foé tment of children and adolescent patients below 18 years.
m

In one clinical trial in patients with bipolar mania, Valpr(@" ination therapy with olanzapine

Although no clinical studies d d to compare adolescents to adults have been conducted, data
from the adolescent trials \)0 pared to those of the adult trials.

patients (aged 13-17 ) than in adult patients or adverse reactions only identified during short-term

The following table s ises the adverse reactions reported with a greater frequency in adolescent
clinical trials in%:sc! gt patients. Clinically significant weight gain (> 7%) appears to occur more
a

frequently in th escent population compared to adults with comparable exposures. The magnitude
of weight gai he proportion of adolescent patients who had clinically significant weight gain
were greatef Watll long-term exposure (at least 24 weeks) than with short-term exposure.

*

Withing€aclMrequency grouping, adverse reactions are presented in order of decreasing seriousness.
T?‘K cy terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< .

abolism and nutrition disorders
ery common: Weight gain'®, elevated triglyceride levels', increased appetite.

Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.
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13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline body
weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7.1 %) >
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gained > 7 %,

% gained > 15 % and 29.1 % gained > 25% of their baseline body weight. @
4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased to hi

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at baseline (> 1 mol/l -
< 1.467 mmol/l) to high (> 1.467 mmol/l). O

15 Changes in total fasting cholesterol levels from normal at baseline (< 4.39 to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting choleste% Is from borderline
at baseline (> 4.39 - < 5.17 mmol/l) to high (> 5.17 mmol/l) were very con@.

!¢ Elevated plasma prolactin levels were reported in 47.4% of adolesce@ients.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the M
allows continued monitoring of the benefit/risk balance of theag

professionals are asked to report any suspected adverse reac @

listed in Appendix V. Q

4.9 Overdose \O

Signs and symptoms

Very common symptoms in overdose (> 10% i@:nce) include tachycardia,
agitation/aggressiveness, dysarthria, Variou@pyramidal symptoms, and reduced level of
consciousness ranging from sedation to com;

inal product is important. It
iCinal product. Healthcare
via the national reporting system

Other medically significant sequelae Sﬁrdose include delirium, convulsion, coma, possible

neuroleptic malignant syndrome, r ory depression, aspiration, hypertension or
hypotension, cardiac arrhythmias\< 2% of overdose cases) and cardiopulmonary arrest. Fatal
outcomes have been reported ute overdoses as low as 450 mg but survival has also been
reported following acute oy, of approximately 2 g of oral olanzapine.

Management
There is no specific Qt for olanzapine. Induction of emesis is not recommended. Standard
g

procedures for mana nt of overdose may be indicated (i.e. gastric lavage, administration of
activated charC(r)N he concomitant administration of activated charcoal was shown to reduce
the oral bioav@1 y of olanzapine by 50 to 60%.

Sympton‘a}x:r atment and monitoring of vital organ function should be instituted according to

clinica tation, including treatment of hypotension and circulatory collapse and support of
respi unction. Do not use epinephrine, dopamine, or other sympathomimetic agents with
be ist activity since beta stimulation may worsen hypotension. Cardiovascular monitoring
is sary to detect possible arrhythmias. Close medical supervision and monitoring should

@mue until the patient recovers.

S 5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines,
ATC code NOSA HO3.

Pharmacodynamic effects

12



Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a broad
pharmacologic profile across a number of receptor systems.

serotonin 5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D,, D3, D4, Ds; cholinergic muscarinic
receptors M;-Ms; a; adrenergic; and histamine H; receptors. Animal behavioural studies wjth
olanzapine indicated 5 HT, dopamine, and cholinergic antagonism, consistent with the« -
binding profile. Olanzapine demonstrated a greater in vitro affinity for serotonin 5 HT, &
dopamine D, receptors and greater 5 HT, than D, activity in vivo models. Electrop(l@ gical

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 nM) for b

studies demonstrated that olanzapine selectively reduced the firing of mesolimbic
dopaminergic neurons, while having little effect on the striatal (A9) pathways%ed in motor
function. Olanzapine reduced a conditioned avoidance response, a test indic%
iCative of motor
sponding in an

antipsychotic activity, at doses below those producing catalepsy, an effect i
side-effects. Unlike some other antipsychotic agents, olanzapine increase

“anxiolytic” test. @

In a single oral dose (10 mg) Positron Emission Tomography (PE'Qsdy in healthy volunteers,
olanzapine produced a higher 5 HT:4 than dopamine D, recepta D ancy. In addition, a
Single Photon Emission Computed Tomography (SPECT) imagiag/study in schizophrenic
patients revealed that olanzapine-responsive patients had lower §triatal D, occupancy than some
other antipsychotic- and risperidone-responsive patients, F#hi ng comparable to clozapine-

responsive patients. O

Clinical efficacy
In two of two placebo and two of three comparcontrolled trials with over 2,900

schizophrenic patients presenting with both posi and negative symptoms, olanzapine was
associated with statistically significantly gr; mprovements in negative as well as positive
symptoms.

In a multinational, double-blind, co a&ﬁe study of schizophrenia, schizoaffective, and
related disorders which included 1; tients with varying degrees of associated depressive
symptoms (baseline mean of 1.6yn fthe Montgomery-Asberg Depression Rating Scale), a
prospective secondary analys@aseline to endpoint mood score change demonstrated a
statistically significant imp nt (p=0.001) favouring olanzapine (-6.0) versus haloperidol
(-3.1). 6

efficacy to placebo a Iproate semisodium (divalproex) in reduction of manic symptoms
over 3 weeks. Ox%lpine also demonstrated comparable efficacy results to haloperidol in terms
of the proporti atients in symptomatic remission from mania and depression at 6 and 12
weeks. In ;ﬁ apy study of patients treated with lithium or valproate for a minimum of 2

In patients with a mz@r ixed episode of bipolar disorder, olanzapine demonstrated superior
n

weeks, the‘addition of olanzapine 10 mg (co-therapy with lithium or valproate) resulted in a
greater 1on in symptoms of mania than lithium or valproate monotherapy after 6 weeks.
.
In onth recurrence prevention study in manic episode patients who achieved remission on
ol ine and were then randomised to olanzapine or placebo, olanzapine demonstrated
%?stically significant superiority over placebo on the primary endpoint of bipolar recurrence.
nzapine also showed a statistically significant advantage over placebo in terms of preventing

ither recurrence into mania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved
remission with a combination of olanzapine and lithium and were then randomised to olanzapine
or lithium alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of
bipolar recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine
plus a mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or
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valproate was not statistically significantly superior to lithium or valproate alone in delaying
bipolar recurrence, defined according to syndromic (diagnostic) criteria.

Paediatric population b

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studies@
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involvin

than 200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and rangi %
20 mg/day. During treatment with olanzapine, adolescents gained significantly more &
compared with adults. The magnitude of changes in fasting total cholesterol, LDL ¢ erol,
triglycerides, and prolactin (see sections 4.4 and 4.8) were greater in adolescents th adults.
There are no controlled data on maintenance of effect or long term safety (see@ys 4.4 and
4.8). Information on long term safety is primarily limited to open-label, unc&ro} d data.

0

5.2 Pharmacokinetic properties 0

Absorption
Olanzapine is well absorbed after oral administration, reaching pe&lasma concentrations

within 5 to 8 hours. The absorption is not affected by food. Abs@ ral bioavailability relative
to intravenous administration has not been determined. :

Distribution
The plasma protein binding of olanzapine was about 93%"%yer the concentration range of about
7 to about 1000 ng/ml. Olanzapine is bound predod\ to albumin and a;-acid-glycoprotein.

Biotransformation

Olanzapine is metabolized in the liver by conje and oxidative pathways. The major
circulating metabolite is the lO—N—glucuronQ( ich does not pass the blood brain barrier.
Cytochromes P450-CYP1A2 and P450-CY 6 contribute to the formation of the N-desmethyl
and 2-hydroxymethyl metabolites, both@€xhibited significantly less in vivo pharmacological
activity than olanzapine in animal Stl@. he predominant pharmacologic activity is from the

parent olanzapine. 0

Elimination
After oral administration, t terminal elimination half-life of olanzapine in healthy

subjects varied on the biv ge and gender.

In healthy elderly (6 over) versus non-elderly subjects, the mean elimination half-life was
prolonged (51.8 versus\g3.8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The
pharmacokinetiN’;lbihty observed in the elderly is within the range for the non-elderly. In 44

patients with phrenia > 65 years of age, dosing from 5 to 20 mg/day was not associated
with any dispi hing profile of adverse events.
L 4

In fem: \sus male subjects the mean elimination half life was somewhat prolonged (36.7
hrs) and the clearance was reduced (18.9 versus 27.3 I/hr). However, olanzapine (5-

ver
20&&monstrated a comparable safety profile in female (n=467) as in male patients (n=869).

impairment
enally impaired patients (creatinine clearance < 10 ml/min) versus healthy subjects, there
as no significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance
(21.2 versus 25.0 I/hr). A mass balance study showed that approximately 57 % of radiolabelled
olanzapine appeared in urine, principally as metabolites.

Hepatic impairment

A small study of the effect of impaired liver function in 6 subjects with clinically significant (Childs
Pugh Classification A (n =5) and B (n = 1)) cirrhosis revealed little effect on the pharmacokinetics of
orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with mild to moderate hepatic
dysfunction had slightly increased systemic clearance and faster elimination half-time compared to
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subjects with no hepatic dysfunction (n = 3). There were more smokers among subjects with cirrhosis
(4/6; 67 %) than among subjects with no hepatic dysfunction (0/3; 0 %).

Smoking b

In non-smoking versus smoking subjects (males and females), the mean elimination half-life
was prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27.7 l/hr

The plasma clearance of olanzapine is lower in elderly versus young subjects, in fema,
males, and in non-smokers versus smokers. However, the magnitude of the impact ofia
gender, or smoking on olanzapine clearance and half-life is small in comparison to @

variability between individuals. Q

In a study of Caucasians, Japanese, and Chinese subjects, there were no dif &%s in the
pharmacokinetic parameters among the three populations.

Paediatric population @

Adolescents (ages 13 to 17 years): The pharmacokinetics of olanzapine are similar between

adolescents and adults. In clinical studies, the average olanzapi sure was approximately

27% higher in adolescents. Demographic differences betweeﬁ olescents and adults include
ents.

S\I‘SHS

a lower average body weight and fewer adolescents were s Such factors possibly
contribute to the higher average exposure observed in ad;

53 Preclinical safety data \O

Acute (single-dose) toxicity

Signs of oral toxicity in rodents were character@of potent neuroleptic compounds:
hypoactivity, coma, tremors, clonic convul@salivation, and depressed weight gain. The
median lethal doses were approximately 210%mg/kg (mice) and 175 mg/kg (rats). Dogs tolerated
single oral doses up to 100 mg/kg withgut mortality. Clinical signs included sedation, ataxia,
tremors, increased heart rate, laboredffespifation, miosis, and anorexia. In monkeys, single oral

doses up to 100 mg/kg resulted in tion and, at higher doses, semi-consciousness.
Repeated dose toxicity (
In studies up to 3 months dysaties’in mice and up to 1 year in rats and dogs, the predominant

effects were CNS depressj ticholinergic effects, and peripheral haematological disorders.
Tolerance developed to % S depression. Growth parameters were decreased at high doses.

Reversible effects co, t with elevated prolactin in rats included decreased weights of
ovaries and uterys an rphologic changes in vaginal epithelium and in mammary gland.

Haematologic
Effects on logy parameters were found in each species, including dose-related
reductions W, circulating leukocytes in mice and non-specific reductions of circulating
leukocgs ig rats; however, no evidence of bone marrow cytotoxicity was found. Reversible

neutr, ig, thrombocytopenia, or anaemia developed in a few dogs treated with 8 or 10
m y (total olanzapine exposure [AUC] is 12- to 15-fold greater than that of a man given a
1 ose). In cytopenic dogs, there were no adverse effects on progenitor and proliferating

in the bone marrow.

eproductive toxicity
Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats.
Estrous cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and
reproduction parameters were influenced in rats given 3 mg/kg (9 times the maximum human
dose). In the offspring of rats given olanzapine, delays in foetal development and transient
decreases in offspring activity levels were seen.

Mutagenicity
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Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included
bacterial mutation tests and in vitro and in vivo mammalian tests.

Carcinogenicity b

Based on the results of studies in mice and rats, it was concluded that olanzapine is not

carcinogenic.
. \(o
6. PHARMACEUTICAL PARTICULARS &

6.1 List of excipients

Tablet core

Lactose monohydrate 0
Microcrystalline cellulose @
Maize starch

Magnesium stearate

Tablet coat @
Hypromellose Q
Hydroxypropylcellulose

Macrogol 8000 Q

Titanium dioxide (E171) \O

6.2 Incompatibilities

Not applicable. Q
6.3  Shelf life &
2 years 0(/

6.4 Special precautions

This medicinal product dg@t require any special storage conditions.

6.5 Nature and ts of container

Aluminium/alurwm blister strips in cartons of 28 film-coated tablets per carton.

Not all pac &ay be marketed.

.
6.6 p\gial precautions for disposal
.

N@al requirements.

g " MARKETING AUTHORISATION HOLDER
Apotex Europe B.V.
Baarnsche Dijk 1

3741 LN Baarn
The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

16



EU/1/10/635/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION b

10.06.2010 @
’\%

10. DATE OF REVISION OF THE TEXT é

Detailed information on this medicinal product is available on the website o% ropean Medicines

Agency http://www.ema.europa.eu. 0
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1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 5 mg film-coated tablets

L 4

2. QUALITATIVE AND QUANTITATIVE COMPOSITION $®
Each film-coated tablet contains 5 mg olanzapine. {\
Excipient with known effect: Each film-coated tablet contains 126.34 mg lactose. O

For the full list of excipients, see section 6.1. &

3. PHARMACEUTICAL FORM @

Film-coated tablet K

White, round biconvex film-coated tablets engraved ‘APO’ o c@ilde and ‘OLA’ over ‘5’ on
the other side.

4. CLINICAL PARTICULARS \O

4.1 Therapeutic indications O

Adults
Olanzapine is indicated for the treatment otgdzophrenia.

Olanzapine is effective in maintaining th¢*€linical improvement during continuation therapy in
patients who have shown an initialé ent response.

Olanzapine is indicated for th@ment of moderate to severe manic episode.

In patients whose manic gp @‘ e has responded to olanzapine treatment, olanzapine is indicated
for the prevention of recligrence in patients with bipolar disorder (see section 5.1).

4.2 Posology an thod of administration

Adults @

Schizophre@ recommended starting dose for olanzapine is 10 mg/day.
.

Manic E}e: The starting dose is 15 mg as a single daily dose in monotherapy or 10 mg daily

in CQK ion therapy (see section 5.1).
P ing recurrence in bipolar disorder: The recommended starting dose is 10 mg/day. For
@nts who have been receiving olanzapine for treatment of manic episode, continue therapy
preventing recurrence at the same dose. If a new manic, mixed, or depressive episode occurs,
lanzapine 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. An increase 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.
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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 b

Elderly
A lower starting dose (5 mg/day) is not routinely indicated but should be considered for \@5

and over when clinical factors warrant (see section 4.4). {
Renal and/or hepatic impairment O
A lower starting dose (5 mg) should be considered for such patients. In cases rate

hepatic insufficiency (cirrhosis, Child-Pugh Class A or B), the starting dose% be 5 mg and

only increased with caution. 0

Smokers
The starting dose and dose range need not be routinely altered for sion-smokers relative to
smokers. The metabolism of olanzapine may be induced by sm Clinical monitoring is

recommended and an increase of olanzapine dose may be co
section 4.5).

if necessary (see

When more than one factor is present which might res Qlower metabolism (female gender,
geriatric age, non-smoking status), consideration sho '@ e given to decreasing the starting dose.
Dose escalation, when indicated, should be conservatiye in such patients.

(See sections 4.5 and 5.2)

Paediatric population Q

Olanzapine is not recommended for u$glin children and adolescents below 18 years of age due
to a lack of data on safety and efficag§. Agreater magnitude of weight gain, lipid and prolactin
studies of adolescent patients than in studies of adult

alterations has been reported in sh
patients (see sections 4.4, 4.8, .%5.2).
4.3 Contraindicationso

Hypersensitivity to the &/e substance or to any of the excipients listed in section 6.1.
Patients with known narrow-angle glaucoma.

4.4 Special nings and precautions for use

During anti %e treatment, improvement in the patient's clinical condition may take several
days to b@eks. Patients should be closely monitored during this period.

ural disturbances because of an increase in mortality and the risk of cerebrovascular
cident. In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean
78 years) with dementia-related psychosis and/or disturbed behaviours, there was a 2-fold

ncrease in the incidence of death in olanzapine-treated patients compared to patients treated

with placebo (3.5% vs. 1.5%, respectively). The higher incidence of death was not associated
with olanzapine dose (mean daily dose 4.4 mg) or duration of treatment. Risk factors that may
predispose this patient population to increased mortality include age > 65 years, dysphagia,
sedation, malnutrition and dehydration, pulmonary conditions (e.g., pneumonia, with or without
aspiration), or concomitant use of benzodiazepines. However, the incidence of death was higher
in olanzapine-treated than in placebo-treated patients independent of these risk factors.
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In the same clinical trials, cerebrovascular adverse events (CVAE e.g., stroke, transient ischemic
attack), including fatalities, were reported. There was a 3-fold increase in CVAE in patients
treated with olanzapine compared to patients treated with placebo (1.3% vs. 0.4%, respectively)S
All olanzapine- and placebo-treated patients who experienced a cerebrovascular event had pre-
existing risk factors. Age > 75 years and vascular/mixed type dementia were identified as ris@
factors for CVAE in association with olanzapine treatment. The efficacy of olanzapine wa%

established in these trials. . \

Parkinson's disease
The use of olanzapine in the treatment of dopamine agonist associated psychosis in@ents with
Parkinson's disease is not recommended. In clinical trials, worsening of Parki@
symptomatology and hallucinations were reported very commonly and mor% ntly than
with placebo (see section 4.8), and olanzapine was not more effective than o in the
treatment of psychotic symptoms. In these trials, patients were initially re§uirgd to be stable on
the lowest effective dose of anti- Parkinsonian medicinal products (dogamine agonist) and to
remain on the same anti-Parkinsonian medicinal products and dos;f t ghout the study.

1

Olanzapine was started at 2.5 mg/day and titrated to a maximum 5 mg/day based on

investigator judgement. @

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially life-threatening condition associated i ipsychotic medicinal
products. Rare cases reported as NMS have also been iyed in association with olanzapine.

evidence of autonomic instability (irregular pulse od pressure, tachycardia, diaphoresis,
and cardiac dysrhythmia). Additional signs maynclude elevated creatine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute re ilure. If a patient develops signs and
symptoms indicative of NMS, or presents explained high fever without additional
clinical manifestations of NMS, all antipsycliefic medicines, including olanzapine must be

discontinued. &

Hyperglycaemia and diabetes
Hyperglycaemia and/or devel @r exacerbation of diabetes occasionally associated with
ketoacidosis or coma has bee rted uncommonly, including some fatal cases (see

section 4.8). In some cases increase in body weight has been reported which may be a

predisposing factor. &
0

Clinical manifestations of NMS are hyperpyrexia,% igidity, altered mental status, and
or

Appropriate clinical mofiiforing is advisable in accordance with utilised antipsychotic guidelines, e.g.
measuring of blood ¢ at baseline, 12 weeks after starting olanzapine treatment and annually
thereafter. Patients tre with any antipsychotic medicines, including Olanzapine Apotex, should be
observed for sigNd symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) anc@ ts with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored rggul for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseliney @d 12 weeks after starting olanzapine treatment and quarterly thereafter.
ions
ble alterations in lipids have been observed in olanzapine-treated patients in placebo
ed clinical trials (see section 4.8). Lipid alterations should be managed as clinically
@opriate, particularly in dyslipidemic patients and in patients with risk factors for the
elopment of lipids disorders. Patients treated with any antipsychotic medicines, including
lanzapine Apotex, should be monitored regularly for lipids in accordance with utilised
antipsychotic guidelines, e.g. at baseline, 12 weeks after starting olanzapine treatment and every
5 years thereafter.

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clinical
trials revealed a low incidence of related events. However, as clinical experience with
olanzapine in patients with concomitant illness is limited, caution is advised when prescribing
for patients with prostatic hypertrophy, or paralytic ileus and related conditions.
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Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine transferase (ALT), t

aspartate transferase (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 condit1
associated with limited hepatic functional reserve, and in patients who are being treated
potentially hepatotoxic medicines. In cases where hepatitis (including hepatocellular, gholestatic
or mixed liver injury) has been diagnosed, olanzapine treatment should be disconti

Neutropenia 9
Caution should be exercised in patients with low leukocyte and/or neutroph% s for any
S

reason, in patients receiving medicines known to cause neutropenia, in pati th a history of
drug-induced bone marrow depression/toxicity, in patients with bone ma epression caused
by concomitant illness, radiation therapy or chemotherapy and in pati ith

hypereosinophilic conditions or with myeloproliferative disease. Neutropehia has been reported
commonly when olanzapine and valproate are used concomitantly«(see section 4.8).

Discontinuation of treatment @
Acute symptoms such as sweating, insomnia, tremor, anxiet%:ea, or vomiting have been
reported rarely rarely (> 0.01% and < 0.1%) when olanz@m opped abruptly.

QT interval

In clinical trials, clinically meaningful QTc prolon%ns (Fridericia QT correction [QTcF] >
500 milliseconds [msec] at any time post baselipg,in patients with baseline QTcF < 500 msec)
were uncommon (0.1% to 1%) in patients treat@th olanzapine, with no significant
differences in associated cardiac events co:@ to placebo. However, caution should be
exercised when olanzapine is prescribed withmnedicines known to increase QTc¢ interval,
especially in the elderly, in patients ngenital long QT syndrome, congestive heart failure,
heart hypertrophy, hypokalaemia or @ agnesaemia.

Thromboembolism Q

Temporal association of olanzgpie treatment and venous thromboembolism has been reported
uncommonly (> 0.1% and <l7®#A causal relationship between the occurrence of venous
thromboembolism and Er%t with olanzapine has not been established. However, since

patients with schizophrefiia often present with acquired risk factors for venous
thromboembolism al 1ble risk factors of VTE e.g. immobilisation of patients, should be
identified and p tiwg'measures undertaken.

General CNS @L\[
Given the pp CNS effects of olanzapine, caution should be used when it is taken in
combinatj 1th other centrally acting medicines and alcohol. As it exhibits in vitro dopamine
antago@ anzapine may antagonize the effects of direct and indirect dopamine agonists.
.
RN

Se
0) ine should be used cautiously in patients who have a history of seizures or are subject to
rs which may lower the seizure threshold. Seizures have been reported to occur
ommonly in patients when treated with olanzapine. In most of these cases, a history of
eizures 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. However the risk of tardive
dyskinesia increases with long term exposure, and therefore if signs or symptoms of tardive
dyskinesia appear in a patient on olanzapine, a dose reduction or discontinuation should be
considered. These symptoms can temporally deteriorate or even arise after discontinuation of
treatment.

21



Postural hypotension
Postural hypotension was infrequently observed in the elderly in olanzapine clinical trials. It is
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 re o@in
patients with olanzapine. In a retrospective observational cohort study, the risk of pre@ sudden
cardiac death in patients treated with olanzapine was approximately twice the risk i ignts not using
antipsychotics. In the study, the risk of olanzapine was comparable to the risk of at 1

antipsychotics included in a pooled analysis. Q

Paediatric population

Olanzapine is not indicated for use in the treatment of children and adole > Studies in
patients aged 13-17 years showed various adverse reactions, including@ﬂ gain, changes in
metabolic parameters and increases in prolactin levels (see sections 4.8 5.1).

galactose intolerance, the Lapp lactase deficiency or glucosesgalactose malabsorption should not

Lactose
Olanzapine Apotex film-coated tablets contain lactose. Patieﬁ@ rare hereditary problems of
take this medicine. -

9/

4.5 Interaction with other medicinal produ& ther forms of interaction

Interaction studies have only been performed i@llts.

Potential interactions affecting olanzapine Q
Since olanzapine is metabolised by CYP1A2%Nsubstances that can specifically induce or inhibit
this isoenzyme may affect the pharmag@gkinetics of olanzapine.

9

Induction of CYP1A2
The metabolism of olanzapin&@induced by smoking and carbamazepine, which may lead
S

to reduced olanzapine concen . Only slight to moderate increase in olanzapine clearance
has been observed. The clini sequences are likely to be limited, but clinical monitoring is
recommended and an incge @, olanzapine dose may be considered if necessary (see

section 4.2).

Inhibition of CYPIAQ
Fluvoxamine, aNﬁc YP1A2 inhibitor, has been shown to significantly inhibit the
metabolism 0% pine. The mean increase in olanzapine Cpax following fluvoxamine was 54
% in femal okers and 77 % in male smokers. The mean increase in olanzapine AUC
was 52 8 % respectively. A lower starting dose of olanzapine should be considered in
patient are using fluvoxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A
dec &the dose of olanzapine should be considered if treatment with an inhibitor of
C N& is initiated.

greased bioavailability

ivated charcoal reduces the bioavailability of oral olanzapine by 50 to 60% and should be
aken 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.
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Olanzapine does not inhibit the main CYP450 isoenzymes in vitro (e.g. 1A2, 2D6, 2C9, 2C19,

3A4). Thus no particular interaction is expected as verified through in vivo studies where no
inhibition of metabolism of the following active substances was found: tricyclic antidepressant
(representing mostly CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or b
diazepam (CYP3A4 and 2C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden. @ %

Therapeutic monitoring of valproate plasma levels did not indicate that valproate d
adjustment is required after the introduction of concomitant olanzapine. @

General CNS activity Q

Caution should be exercised in patients who consume alcohol or receive rr@ 1 products that

can cause central nervous system depression.
The concomitant use of olanzapine with anti-Parkinsonian medicinal ts in patients with
Parkinson's disease and dementia is not recommended (see section 4.4).

QTc interval Q{
Caution should be used if olanzapine is being administered ¢ tantly with medicinal
products known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation Q

Pregnancy
There are no adequate and well-controlled stud@r;pregnant women. Patients should be

advised to notify their physician if they becom nant or intend to become pregnant during
treatment with olanzapine. Nevertheless, bea uman experience is limited, olanzapine
should be used in pregnancy only if the potefitial benefit justifies the potential risk to the foetus.

Newborn infants exposed to antipsy@including olanzapine) during the third trimester of
pregnancy are at risk of adverse reagt including extrapyramidal and/or withdrawal symptoms that
may vary in severity and duratiomfolldéwing delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, somnolencbplratory distress, or feeding disorder. Consequently, newborns
should be monitored carefub

Breast-feeding
In a study in breast—f@g, healthy women, olanzapine was excreted in breast milk. Mean

infant exposure (mg/kg)é@t steady state was estimated to be 1.8% of the maternal olanzapine
dose (mg/kg).

Patients shoul% vised not to breast-feed an infant if they are taking olanzapine.

Fertilitye
Effects@*tllity are unknown (see section 5.3 for preclinical information).

.
4. \lffects on ability to drive and use machines

@tudies on the effects on the ability to drive and use machines have been performed. Because
nzapine may cause somnolence and dizziness, patients should be cautioned about operating
achinery, including motor vehicles.

4.8 Undesirable effects

Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the use of
olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite, dizziness,
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akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic hypotension,

anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases (see

lutamyltransferase, high uric acid, high creatine phosphokinase and oedema.

glutamyliransierase, nigh uric acid, nigh creatine phosphoxinase

section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatase, high ga?a

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigations observed fi;
reporting and in clinical trials. Within each frequency grouping, adverse reactions are gte

<

@maﬂeous

ted in order

of decreasing seriousness. The frequency terms listed are defined as follows: Very n (> 1/10),

common (= 1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 t 1,000), very

rare (< 1/10,000), not known (cannot be estimated from the available data). Q

Very common | Common Uncommon Rare & Not
known

Blood and lymphatic system disorders

Eosinophilia

Leukopenialo
Neutropenia'’

T)mwcytopenial !

)

Immune system disorders

Metabolism and nutrition disorders

AN
| Hypersensitivity'" @
V4

ey
D@ ia’
N
N
(\’O
O
N

cases a history of
seizures or risk factors
for seizures were
reported 1

Dystonia (including
oculogyration) !
Tardive dyskinesia'’

Weight gain' Elevated Development Q Hypothermia!?
cholesterol exacerbatig s >
levels*? diabetes occaSienally
Elevated glucose | associatehwith
levels* ketoacid or coma,
Elevated inclidiflg some fatal
triglyceride cases (see section 4.4)
levels® X
Glucosuria
Increased appet
Nervous system disorders
Somnolence Dizziness Seizures where in most | Neuroleptic

malignant syndrome
(see section 4.4)"2
Discontinuation
symptoms’ 12

@ Amnesia °

N Dysarthria
Stuttering''
Restless legs
syndrome''

Cardiac disorders
Bradycardia Ventricular
QT prolongation (see | tachycardia/fibrillatio
section 4.4) n, sudden death (see
section 4.4)!!
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Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see
section 4.4)

Respiratory, thoracic and mediastinal disorders

| Epistaxis’

Gastrointestinal disorders

——

L 4 <6\

Mild, transient
anticholinergic
effects including
constipation and

Abdominal distension’
Salivary
hypersecretion''

Pancreatitis @J

@ductive Sys
E \

dysfunction in
males
Decreased libido
in males and
females

Breast enlargement
Galactorrhea in
females
Gynaecomastia/breast
enlargement in males

dry mouth
Hepatobiliary disorders 4 7 ;
Transient, patiﬁg(including
asymptomatic &tocellular,
elevations of estatic or mixed
hepatic er injury) "'
aminotransferases
(ALT, AST), Q '
especially in early
treatment (see \
section 4.4)
Skin and subcutaneous tissue disorders £\
Rash Photgschsidivity Drug
rea@ Reaction
lopecia with
Eosinophil
ia and
Systemic
Symptoms
(DRESS)
Musculoskeletal and conn€Ctive tissue disorders
| Arthr%iw | | Rhabdomyolysis!!
Renal and urinary diserders
Y Urinary incontinence,
urinary retention
Urinary hesitation'!
Pregnancy, pudrperium and perinatal conditions
. Drug
\ withdrawal
. (J syndrome
\ neonatal (see
h section 4.6)
tem and breast disorders
Erectile Amenorrhea Priapism!?

General disorders and administration site conditions

Asthenia
Fatigue
Oedema
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| Pyrexia' |

Investigations

Elevated plasma | Increased alkaline | Increased total
prolactin levels® | phosphatase'® bilirubin

High creatine @b
phosphokinase'!
High Gamma * %
Glutamyltransfera \

v

O

L
se'” (
High uric acid ' O

N

Kﬂldex (BMI)

1 Clinically significant weight gain was observed across all baseline Body,
categories. Following short term treatment (median duration 47 days), wei ain > 7% of baseline
body weight was very common (22.2 %), > 15 % was common (4.2 % > 25 % was uncommon
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their baseline body weight with long-term
exposure (at least 48 weeks) were very common (64.4 %, 31.7 % 2&12.3 % respectively).

% Mean increases in fasting lipid values (total cholesterol, L esterol, and triglycerides) were
greater in patients without evidence of lipid dysregulation at ine.
? Observed for fasting normal levels at baseline (< 5. 1/1) which increased to high

(= 6.2 mmol/l). Changes in total fasting cholesteroxn from borderline at baseline (> 5.17 -
< 6.2 mmol/l) to high (> 6.2 mmol/l) were very common.

*Observed for fasting normal levels at baseli Q.56 mmol/l) which increased to high (> 7 mmol/l).
Changes in fasting glucose from borderline@seline (>5.56 - <7 mmol/l) to high (> 7 mmol/l) were
very common.

> Observed for fasting normal levels (t?eline (< 1.69 mmol/l) which increased to high

(= 2.26 mmol/l). Changes in fastm% ycerides from borderline at baseline (> 1.69 mmol/l -

< 2.26 mmol/l) to high (> 2.26§ Were very common.

®In clinical trials, the incid@ Parkinsonism and dystonia in olanzapine-treated patients was
numerically higher, but n6t'statistically significantly different from placebo. Olanzapine-treated patients
had a lower incidence kinsonism, akathisia and dystonia compared with titrated doses of
haloperidol. In the a of detailed information on the pre-existing history of individual acute and
tardive extrapyramidal mevement disorders, it cannot be concluded at present that olanzapine produces
less tardive dy%a and/or other tardive extrapyramidal syndromes.

7 Acute syr@ns such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been
olanzapine is stopped abruptly.

reported” &
.dg%{ trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of

8
n nge in approximately 30% of olanzapine treated patients with normal baseline prolactin
n the majority of these patients the elevations were generally mild, and remained below two

s the upper limit of normal range.
é ° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 As assessed by measured values from clinical trials in the Olanzapine Integrated Database.

' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.
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12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated at the
upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database.

Long-term exposure (at least 48 weeks) b
The proportion of patients who had adverse, clinically significant changes in weight gain, IL@,
r@ed 9-12

onths.

total LDL/HDL cholesterol or triglycerides increased over time. In adult patients who ¢o
months of therapy, the rate of increase in mean blood glucose slowed after approximat

Additional information on special populations
In clinical trials in elderly patients with dementia, olanzapine treatment was agsqei with a higher
incidence of death and cerebrovascular adverse reactions compared to place %ection 4.4). Very

common adverse reactions associated with the use of olanzapine in this pati up were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erythema, viSual hallucinations and
urinary incontinence were observed commonly. @

In clinical trials in patients with drug-induced (dopamine agonist) pS§ychosis associated with
Parkinson’s disease, worsening of Parkinsonian symptomatolog allucinations were reported
very commonly and more frequently than with placebo.

resulted in an incidence of neutropenia of 4.1%; a potential contributing factor could be high plasma
valproate levels. Olanzapine administered with lithim@V Iproate resulted in increased levels
(210%) of tremor, dry mouth, increased appetite, a\‘ ght gain. Speech disorder was also reported
commonly. During treatment with olanzapine in combihation with lithium or divalproex, an increase
of > 7% from baseline body weight occurred i % of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment (u months) for recurrence prevention in patients with
bipolar disorder was associated with an incréage of >7% from baseline body weight in 39.9% of

patients. &

Paediatric population
Olanzapine is not indicated foé tment of children and adolescent patients below 18 years.
m

In one clinical trial in patients with bipolar mania, Valpr(@n ination therapy with olanzapine

Although no clinical studies d d to compare adolescents to adults have been conducted, data
from the adolescent trials \)0 pared to those of the adult trials.

patients (aged 13-17 ) than in adult patients or adverse reactions only identified during short-term

The following table s ises the adverse reactions reported with a greater frequency in adolescent
clinical trials in%:sc! gt patients. Clinically significant weight gain (> 7%) appears to occur more
a

frequently in th escent population compared to adults with comparable exposures. The magnitude
of weight gai he proportion of adolescent patients who had clinically significant weight gain
were greatef Watll long-term exposure (at least 24 weeks) than with short-term exposure.

*

Withing€aclMrequency grouping, adverse reactions are presented in order of decreasing seriousness.
T?‘K cy terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< .

abolism and nutrition disorders
ery common: Weight gain'®, elevated triglyceride levels', increased appetite.

Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.
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13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline body
weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7.1 %) >
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gained > 7 %,

% gained > 15 % and 29.1 % gained > 25% of their baseline body weight. @
4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased to hi

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at baseline (> 1 mol/l -
< 1.467 mmol/l) to high (> 1.467 mmol/l). O

15 Changes in total fasting cholesterol levels from normal at baseline (< 4.39 to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting choleste% Is from borderline
at baseline (> 4.39 - < 5.17 mmol/l) to high (> 5.17 mmol/l) were very con@.

!¢ Elevated plasma prolactin levels were reported in 47.4% of adolesce@ients.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the M
allows continued monitoring of the benefit/risk balance of theag

professionals are asked to report any suspected adverse reac @

listed in Appendix V. Q

4.9 Overdose \O

Signs and symptoms

Very common symptoms in overdose (> 10% i@:nce) include tachycardia,
agitation/aggressiveness, dysarthria, Variou@pyramidal symptoms, and reduced level of
consciousness ranging from sedation to com;

inal product is important. It
iCinal product. Healthcare
via the national reporting system

Other medically significant sequelae Sﬁrdose include delirium, convulsion, coma, possible

neuroleptic malignant syndrome, r ory depression, aspiration, hypertension or
hypotension, cardiac arrhythmias\< 2% of overdose cases) and cardiopulmonary arrest. Fatal
outcomes have been reported ute overdoses as low as 450 mg but survival has also been
reported following acute oy, of approximately 2 g of oral olanzapine.

Management
There is no specific Qt for olanzapine. Induction of emesis is not recommended. Standard
g

procedures for mana nt of overdose may be indicated (i.e. gastric lavage, administration of
activated charC(r)N he concomitant administration of activated charcoal was shown to reduce
the oral bioav@1 y of olanzapine by 50 to 60%.

Sympton‘a}x:r atment and monitoring of vital organ function should be instituted according to

clinica tation, including treatment of hypotension and circulatory collapse and support of
respi unction. Do not use epinephrine, dopamine, or other sympathomimetic agents with
be ist activity since beta stimulation may worsen hypotension. Cardiovascular monitoring
is sary to detect possible arrhythmias. Close medical supervision and monitoring should

@mue until the patient recovers.

S 5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines,
ATC code NOSA HO3.

Pharmacodynamic effects
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Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a broad
pharmacologic profile across a number of receptor systems.

serotonin 5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D,, D3, D4, Ds; cholinergic muscarinic
receptors M;-Ms; a; adrenergic; and histamine H; receptors. Animal behavioural studies wjth
olanzapine indicated 5 HT, dopamine, and cholinergic antagonism, consistent with the« -
binding profile. Olanzapine demonstrated a greater in vitro affinity for serotonin 5 HT, &
dopamine D, receptors and greater 5 HT, than D, activity in vivo models. Electrop(l@ gical

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 nM) for b

studies demonstrated that olanzapine selectively reduced the firing of mesolimbic
dopaminergic neurons, while having little effect on the striatal (A9) pathways%ed in motor
function. Olanzapine reduced a conditioned avoidance response, a test indic%
iCative of motor
sponding in an

antipsychotic activity, at doses below those producing catalepsy, an effect i
side-effects. Unlike some other antipsychotic agents, olanzapine increase

“anxiolytic” test. @

In a single oral dose (10 mg) Positron Emission Tomography (PE%‘;udy in healthy volunteers,
olanzapine produced a higher 5 HT:4 than dopamine D, recepta D ancy. In addition, a
Single Photon Emission Computed Tomography (SPECT) imagiag/study in schizophrenic
patients revealed that olanzapine-responsive patients had lower §triatal D, occupancy than some
other antipsychotic- and risperidone-responsive patients, F#hi ng comparable to clozapine-

responsive patients. O

Clinical efficacy
In two of two placebo and two of three comparcontrolled trials with over 2,900

schizophrenic patients presenting with both posi and negative symptoms, olanzapine was
associated with statistically significantly gr; mprovements in negative as well as positive
symptoms.

In a multinational, double-blind, co a&ﬁe study of schizophrenia, schizoaffective, and
related disorders which included 1; tients with varying degrees of associated depressive
symptoms (baseline mean of 1.6yn fthe Montgomery-Asberg Depression Rating Scale), a
prospective secondary analys@aseline to endpoint mood score change demonstrated a
statistically significant imp nt (p=0.001) favouring olanzapine (-6.0) versus haloperidol
(-3.1). 6

efficacy to placebo a Iproate semisodium (divalproex) in reduction of manic symptoms
over 3 weeks. Ox%lpine also demonstrated comparable efficacy results to haloperidol in terms
of the proporti atients in symptomatic remission from mania and depression at 6 and 12
weeks. In ;ﬁ apy study of patients treated with lithium or valproate for a minimum of 2

In patients with a mz@r ixed episode of bipolar disorder, olanzapine demonstrated superior
n

weeks, the‘addition of olanzapine 10 mg (co-therapy with lithium or valproate) resulted in a
greater 1on in symptoms of mania than lithium or valproate monotherapy after 6 weeks.
.
In onth recurrence prevention study in manic episode patients who achieved remission on
ol ine and were then randomised to olanzapine or placebo, olanzapine demonstrated
%?stically significant superiority over placebo on the primary endpoint of bipolar recurrence.
nzapine also showed a statistically significant advantage over placebo in terms of preventing

ither recurrence into mania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved
remission with a combination of olanzapine and lithium and were then randomised to olanzapine
or lithium alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of
bipolar recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine
plus a mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or
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valproate was not statistically significantly superior to lithium or valproate alone in delaying
bipolar recurrence, defined according to syndromic (diagnostic) criteria.

Paediatric population b

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studies@
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involvin

than 200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and rangi %
20 mg/day. During treatment with olanzapine, adolescents gained significantly more &
compared with adults. The magnitude of changes in fasting total cholesterol, LDL ¢ erol,
triglycerides, and prolactin (see sections 4.4 and 4.8) were greater in adolescents th adults.
There are no controlled data on maintenance of effect or long term safety (see@s 4.4 and
4.8). Information on long term safety is primarily limited to open-label, unc&ro} d data.

0

5.2 Pharmacokinetic properties 0

Absorption
Olanzapine is well absorbed after oral administration, reaching pe&lasma concentrations

within 5 to 8 hours. The absorption is not affected by food. Abs@ ral bioavailability relative
to intravenous administration has not been determined. :

Distribution
The plasma protein binding of olanzapine was about 93%"%yer the concentration range of about
7 to about 1000 ng/ml. Olanzapine is bound predod\ to albumin and a,-acid-glycoprotein.

Biotransformation

Olanzapine is metabolized in the liver by conje and oxidative pathways. The major
circulating metabolite is the lO—N—glucuronQ( ich does not pass the blood brain barrier.
Cytochromes P450-CYP1A2 and P450-CY 6 contribute to the formation of the N-desmethyl
and 2-hydroxymethyl metabolites, both@€xhibited significantly less in vivo pharmacological
activity than olanzapine in animal Stl@. he predominant pharmacologic activity is from the

parent olanzapine. 0

Elimination
After oral administration, t terminal elimination half-life of olanzapine in healthy

subjects varied on the biv ge and gender.

In healthy elderly (6 over) versus non-elderly subjects, the mean elimination half-life was
prolonged (51.8 versus\g3.8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The
pharmacokinetiN’;lbihty observed in the elderly is within the range for the non-elderly. In 44

patients with phrenia > 65 years of age, dosing from 5 to 20 mg/day was not associated
with any dispi hing profile of adverse events.
L 4

In fem: \sus male subjects the mean elimination half life was somewhat prolonged (36.7
hrs) and the clearance was reduced (18.9 versus 27.3 I/hr). However, olanzapine (5-

ver
20&&monstrated a comparable safety profile in female (n=467) as in male patients (n=869).

impairment
enally impaired patients (creatinine clearance < 10 ml/min) versus healthy subjects, there
as no significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance
(21.2 versus 25.0 I/hr). A mass balance study showed that approximately 57 % of radiolabelled
olanzapine appeared in urine, principally as metabolites.

Hepatic impairment

A small study of the effect of impaired liver function in 6 subjects with clinically significant
(Childs Pugh Classification A (n = 5) and B (n = 1)) cirrhosis revealed little effect on the
pharmacokinetics of orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with
mild to moderate hepatic dysfunction had slightly increased systemic clearance and faster
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elimination half-time compared to subjects with no hepatic dysfunction (n = 3). There were
more smokers among subjects with cirrhosis (4/6; 67 %) than among subjects with no hepatic

dysfunction (0/3; 0 %). t

Smoking @
In non-smoking versus smoking subjects (males and females), the mean elimination half-lj
was prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27.7 ¥

The plasma clearance of olanzapine is lower in elderly versus young subjects, in fe &versus

males, and in non-smokers versus smokers. However, the magnitude of the impact e,
gender, or smoking on olanzapine clearance and half-life is small in comparis e overall
variability between individuals. &

In a study of Caucasians, Japanese, and Chinese subjects, there were no differghces in the
pharmacokinetic parameters among the three populations. @

Paediatric population &

Adolescents (ages 13 to 17 years): The pharmacokinetics of ola 1fte are similar between
adolescents and adults. In clinical studies, the average olanzapi posure was approximately
27% higher in adolescents. Demographic differences betwe adolescents and adults include
a lower average body weight and fewer adolescents were . Such factors possibly
contribute to the higher average exposure observed in @ents.

53 Preclinical safety data \

Acute (single-dose) toxicity

Signs of oral toxicity in rodents were chara@w of potent neuroleptic compounds:

hypoactivity, coma, tremors, clonic convulsi®gs, salivation, and depressed weight gain. The

median lethal doses were approximat%) mg/kg (mice) and 175 mg/kg (rats). Dogs tolerated

single oral doses up to 100 mg/kg wi@ ortality. Clinical signs included sedation, ataxia,
iration, miosis, and anorexia. In monkeys, single oral

tremors, increased heart rate, labor
doses up to 100 mg/kg resulteéi ro8tration and, at higher doses, semi-consciousness.

Repeated dose toxicity

In studies up to 3 monthsd @r on in mice and up to 1 year in rats and dogs, the predominant
effects were CNS depre$sion, anticholinergic effects, and peripheral haematological disorders.
Tolerance developee CNS depression. Growth parameters were decreased at high doses.
Reversible effects conSigtent with elevated prolactin in rats included decreased weights of
ovaries and uteruS\and morphologic changes in vaginal epithelium and in mammary gland.

Haematologi @1
Effects on\ﬁmiatology parameters were found in each species, including dose-related
ighs

reducti circulating leukocytes in mice and non-specific reductions of circulating

leu n rats; however, no evidence of bone marrow cytotoxicity was found. Reversible

ne ia, thrombocytopenia, or anaemia developed in a few dogs treated with 8 or 10

m ay (total olanzapine exposure [AUC] is 12- to 15-fold greater than that of a man given a

-mg dose). In cytopenic dogs, there were no adverse effects on progenitor and proliferating
g s in the bone marrow.
Reproductive toxicity
Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats.
Estrous cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and
reproduction parameters were influenced in rats given 3 mg/kg (9 times the maximum human

dose). In the offspring of rats given olanzapine, delays in foetal development and transient
decreases in offspring activity levels were seen.

Mutagenicity
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Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included
bacterial mutation tests and in vitro and in vivo mammalian tests.

Carcinogenicity b

Based on the results of studies in mice and rats, it was concluded that olanzapine is not

carcinogenic.
. \(o
6. PHARMACEUTICAL PARTICULARS &

6.1 List of excipients

Tablet core

Lactose monohydrate 0
Microcrystalline cellulose @
Maize starch

Magnesium stearate

Tablet coat @
Hypromellose Q
Hydroxypropylcellulose

Macrogol 8000 Q

Titanium dioxide (E171) \O

6.2 Incompatibilities

Not applicable. Q
6.3  Shelf life &
2 years 0(/

6.4 Special precautions

This medicinal product dg@t require any special storage conditions.

6.5 Nature and ts of container

Aluminium/alumm blister strips in cartons of 28, 56 and 98 film-coated tablets per carton.

Not all pac &ay be marketed.

.
6.6 p\gial precautions for disposal
.

N@al requirements.

g " MARKETING AUTHORISATION HOLDER
Apotex Europe B.V.
Baarnsche Dijk 1

3741 LN Baarn
The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
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EU/1/10/635/002-003

EU/1/10/635/015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATI b
10.06.2010 . \Q

10. DATE OF REVISION OF THE TEXT O

Detailed information on this medicinal product is available on the website O@Opean Medicines

Agency http://www.ema.europa.eu. 0
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1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 7.5 mg film-coated tablets

L 4

2. QUALITATIVE AND QUANTITATIVE COMPOSITION $®
Each film-coated tablet contains 7.5 mg olanzapine. {\
Excipient with known effect: Each film-coated tablet contains 189.50 mg lactose. O

For the full list of excipients, see section 6.1. &

3. PHARMACEUTICAL FORM @

Film-coated tablet K

White, round biconvex film-coated tablets engraved ‘APO’ o c@!lde and ‘OLA’ over ‘7.5’ on
the other side.

4. CLINICAL PARTICULARS \O

4.1 Therapeutic indications O

Adults
Olanzapine is indicated for the treatment otgdzophrenia.

Olanzapine is effective in maintaining th¢*€linical improvement during continuation therapy in
patients who have shown an initialé ent response.

Olanzapine is indicated for th@ment of moderate to severe manic episode.

In patients whose manic gp @‘ e has responded to olanzapine treatment, olanzapine is indicated
for the prevention of recligrence in patients with bipolar disorder (see section 5.1).

4.2 Posology an thod of administration

Adults @

Schizophre@ recommended starting dose for olanzapine is 10 mg/day.
.

Manic E}e: The starting dose is 15 mg as a single daily dose in monotherapy or 10 mg daily

in CQK ion therapy (see section 5.1).
P ing recurrence in bipolar disorder: The recommended starting dose is 10 mg/day. For
@nts who have been receiving olanzapine for treatment of manic episode, continue therapy
preventing recurrence at the same dose. If a new manic, mixed, or depressive episode occurs,
lanzapine 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. An increase 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.
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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 b

Elderly
A lower starting dose (5 mg/day) is not routinely indicated but should be considered for \@5

and over when clinical factors warrant (see section 4.4). {
Renal and/or hepatic impairment O
A lower starting dose (5 mg) should be considered for such patients. In cases rate

hepatic insufficiency (cirrhosis, Child-Pugh Class A or B), the starting dose% be 5 mg and

only increased with caution. 0

Smokers
The starting dose and dose range need not be routinely altered for sion-smokers relative to
smokers. The metabolism of olanzapine may be induced by sm Clinical monitoring is

recommended and an increase of olanzapine dose may be co
section 4.5).

if necessary (see

When more than one factor is present which might res Qlower metabolism (female gender,
geriatric age, non-smoking status), consideration sho '@ e given to decreasing the starting dose.
Dose escalation, when indicated, should be conservatiye in such patients.

(See sections 4.5 and 5.2)

Paediatric population Q

Olanzapine is not recommended for u$glin children and adolescents below 18 years of age due
to a lack of data on safety and efficag§. A“greater magnitude of weight gain, lipid and prolactin
studies of adolescent patients than in studies of adult

alterations has been reported in sh
patients (see sections 4.4, 4.8, .%5.2).
4.3 Contraindicationso

Hypersensitivity to the &/e substance or to any of the excipients listed in section 6.1.
Patients with known narrow-angle glaucoma.

4.4 Special nings and precautions for use

During anti %e treatment, improvement in the patient's clinical condition may take several
days to b@eks. Patients should be closely monitored during this period.

ural disturbances because of an increase in mortality and the risk of cerebrovascular
cident. In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean
78 years) with dementia-related psychosis and/or disturbed behaviours, there was a 2-fold

ncrease in the incidence of death in olanzapine-treated patients compared to patients treated

with placebo (3.5% vs. 1.5%, respectively). The higher incidence of death was not associated
with olanzapine dose (mean daily dose 4.4 mg) or duration of treatment. Risk factors that may
predispose this patient population to increased mortality include age > 65 years, dysphagia,
sedation, malnutrition and dehydration, pulmonary conditions (e.g., pneumonia, with or without
aspiration), or concomitant use of benzodiazepines. However, the incidence of death was higher
in olanzapine-treated than in placebo-treated patients independent of these risk factors.
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In the same clinical trials, cerebrovascular adverse events (CVAE e.g., stroke, transient ischemic
attack), including fatalities, were reported. There was a 3-fold increase in CVAE in patients
treated with olanzapine compared to patients treated with placebo (1.3% vs. 0.4%, respectively)S
All olanzapine- and placebo-treated patients who experienced a cerebrovascular event had pre-
existing risk factors. Age > 75 years and vascular/mixed type dementia were identified as ris@
factors for CVAE in association with olanzapine treatment. The efficacy of olanzapine wa%

established in these trials. . \

Parkinson's disease
The use of olanzapine in the treatment of dopamine agonist associated psychosis in@ents with
Parkinson's disease is not recommended. In clinical trials, worsening of Parki@
symptomatology and hallucinations were reported very commonly and mor% ntly than
with placebo (see section 4.8), and olanzapine was not more effective than o in the
treatment of psychotic symptoms. In these trials, patients were initially re§uirgd to be stable on
the lowest effective dose of anti- Parkinsonian medicinal products (dogamine agonist) and to
remain on the same anti-Parkinsonian medicinal products and dos,;f t ghout the study.

1

Olanzapine was started at 2.5 mg/day and titrated to a maximum 5 mg/day based on

investigator judgement. @

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially life-threatening condition associated Wi ipsychotic medicinal
products. Rare cases reported as NMS have also been iyed in association with olanzapine.

evidence of autonomic instability (irregular pulse od pressure, tachycardia, diaphoresis,
and cardiac dysrhythmia). Additional signs maynclude elevated creatine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute re ilure. If a patient develops signs and
symptoms indicative of NMS, or presents explained high fever without additional
clinical manifestations of NMS, all antipsyclefic medicines, including olanzapine must be

discontinued. &

Hyperglycaemia and diabetes
Hyperglycaemia and/or devel @r exacerbation of diabetes occasionally associated with
ketoacidosis or coma has bee rted uncommonly, including some fatal cases (see

section 4.8). In some cases increase in body weight has been reported which may be a

predisposing factor. &
0

Clinical manifestations of NMS are hyperpyrexia,% igidity, altered mental status, and
or

Appropriate clinical mofiitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
measuring of blood ¢ at baseline, 12 weeks after starting olanzapine treatment and annually
thereafter. Patients tre with any antipsychotic medicines, including Olanzapine Apotex, should be
observed for sigNd symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) an&@ ts with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored rggul for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseliney @d 12 weeks after starting olanzapine treatment and quarterly thereafter.
ions
ble alterations in lipids have been observed in olanzapine-treated patients in placebo
ed clinical trials (see section 4.8). Lipid alterations should be managed as clinically
@opriate, particularly in dyslipidemic patients and in patients with risk factors for the
elopment of lipids disorders. Patients treated with any antipsychotic medicines, including
lanzapine Apotex, should be monitored regularly for lipids in accordance with utilised
antipsychotic guidelines, e.g. at baseline, 12 weeks after starting olanzapine treatment and every
5 years thereafter.

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clinical
trials revealed a low incidence of related events. However, as clinical experience with
olanzapine in patients with concomitant illness is limited, caution is advised when prescribing
for patients with prostatic hypertrophy, or paralytic ileus and related conditions.
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Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine transferase (ALT), t

aspartate transferase (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 condit1
associated with limited hepatic functional reserve, and in patients who are being treated
potentially hepatotoxic medicines. In cases where hepatitis (including hepatocellular, gholestatic
or mixed liver injury) has been diagnosed, olanzapine treatment should be disconti

Neutropenia 9
Caution should be exercised in patients with low leukocyte and/or neutroph% s for any
S

reason, in patients receiving medicines known to cause neutropenia, in pati th a history of
drug-induced bone marrow depression/toxicity, in patients with bone ma epression caused
by concomitant illness, radiation therapy or chemotherapy and in pati ith

hypereosinophilic conditions or with myeloproliferative disease. Neutropehia has been reported
commonly when olanzapine and valproate are used concomitantly«(see section 4.8).

Discontinuation of treatment @
Acute symptoms such as sweating, insomnia, tremor, anxiet%:ea, or vomiting have been
reported rarely rarely (> 0.01% and < 0.1%) when olanz@m opped abruptly.

QT interval

In clinical trials, clinically meaningful QTc prolon%ns (Fridericia QT correction [QTcF] >
500 milliseconds [msec] at any time post baselipg,in patients with baseline QTcF < 500 msec)
were uncommon (0.1% to 1%) in patients treat@th olanzapine, with no significant
differences in associated cardiac events co:@ to placebo. However, caution should be
exercised when olanzapine is prescribed withmnedicines known to increase QTc¢ interval,
especially in the elderly, in patients ngenital long QT syndrome, congestive heart failure,
heart hypertrophy, hypokalaemia or @ agnesaemia.

Thromboembolism Q

Temporal association of olanzgpie treatment and venous thromboembolism has been reported
uncommonly (> 0.1% and <l7®#A causal relationship between the occurrence of venous
thromboembolism and Er%t with olanzapine has not been established. However, since

patients with schizophrefiia often present with acquired risk factors for venous
thromboembolism al 1ble risk factors of VTE e.g. immobilisation of patients, should be
identified and p tiwg'measures undertaken.

General CNS @L\[
Given the pp CNS effects of olanzapine, caution should be used when it is taken in
combinatj 1th other centrally acting medicines and alcohol. As it exhibits in vitro dopamine
antago@ anzapine may antagonize the effects of direct and indirect dopamine agonists.
.
RN

Se
0) ine should be used cautiously in patients who have a history of seizures or are subject to
rs which may lower the seizure threshold. Seizures have been reported to occur
ommonly in patients when treated with olanzapine. In most of these cases, a history of
eizures 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. However the risk of tardive
dyskinesia increases with long term exposure, and therefore if signs or symptoms of tardive
dyskinesia appear in a patient on olanzapine, a dose reduction or discontinuation should be
considered. These symptoms can temporally deteriorate or even arise after discontinuation of
treatment.
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Postural hypotension
Postural hypotension was infrequently observed in the elderly in olanzapine clinical trials. It is
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 re o@in
patients with olanzapine. In a retrospective observational cohort study, the risk of pre@ sudden
cardiac death in patients treated with olanzapine was approximately twice the risk i ignts not using
antipsychotics. In the study, the risk of olanzapine was comparable to the risk of at 1

antipsychotics included in a pooled analysis. Q

Paediatric population

Olanzapine is not indicated for use in the treatment of children and adole > Studies in
patients aged 13-17 years showed various adverse reactions, including@ﬂ gain, changes in
metabolic parameters and increases in prolactin levels (see sections 4.8 5.1).

galactose intolerance, the Lapp lactase deficiency or glucosesgalactose malabsorption should not

Lactose
Olanzapine Apotex film-coated tablets contain lactose. Patieﬁ@ rare hereditary problems of
take this medicine. -

9/

4.5 Interaction with other medicinal produ& ther forms of interaction

Interaction studies have only been performed i@llts.

Potential interactions affecting olanzapine Q
Since olanzapine is metabolised by CYP1A2%Nsubstances that can specifically induce or inhibit
this isoenzyme may affect the pharmag@gkinetics of olanzapine.

9

Induction of CYP1A2
The metabolism of olanzapin&@induced by smoking and carbamazepine, which may lead
S

to reduced olanzapine concen . Only slight to moderate increase in olanzapine clearance
has been observed. The clini sequences are likely to be limited, but clinical monitoring is
recommended and an incge @, olanzapine dose may be considered if necessary (see

section 4.2).

Inhibition of CYPIAQ
Fluvoxamine, aNﬁc YP1A2 inhibitor, has been shown to significantly inhibit the
metabolism 0% pine. The mean increase in olanzapine Cpax following fluvoxamine was 54
% in femal okers and 77 % in male smokers. The mean increase in olanzapine AUC
was 52 8 % respectively. A lower starting dose of olanzapine should be considered in
patient are using fluvoxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A
dec &the dose of olanzapine should be considered if treatment with an inhibitor of
C N& is initiated.

greased bioavailability

ivated charcoal reduces the bioavailability of oral olanzapine by 50 to 60% and should be
aken 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.
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Olanzapine does not inhibit the main CYP450 isoenzymes in vitro (e.g. 1A2, 2D6, 2C9, 2C19,

3A4). Thus no particular interaction is expected as verified through in vivo studies where no
inhibition of metabolism of the following active substances was found: tricyclic antidepressant
(representing mostly CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or b
diazepam (CYP3A4 and 2C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden. @ %

Therapeutic monitoring of valproate plasma levels did not indicate that valproate d
adjustment is required after the introduction of concomitant olanzapine. @

General CNS activity Q

Caution should be exercised in patients who consume alcohol or receive rr@ 1 products that

can cause central nervous system depression.
The concomitant use of olanzapine with anti-Parkinsonian medicinal ts in patients with
Parkinson's disease and dementia is not recommended (see section 4.4).

QTc interval Q{
Caution should be used if olanzapine is being administered ¢ tantly with medicinal
products known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation Q

Pregnancy
There are no adequate and well-controlled stud@r;pregnant women. Patients should be

advised to notify their physician if they becom nant or intend to become pregnant during
treatment with olanzapine. Nevertheless, bea uman experience is limited, olanzapine
should be used in pregnancy only if the potefitial benefit justifies the potential risk to the foetus.

Newborn infants exposed to antipsy@including olanzapine) during the third trimester of
pregnancy are at risk of adverse reagt including extrapyramidal and/or withdrawal symptoms that
may vary in severity and duratiomfolldéwing delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, somnolencbplratory distress, or feeding disorder. Consequently, newborns
should be monitored carefub

Breast-feeding
In a study in breast—f@g, healthy women, olanzapine was excreted in breast milk. Mean

infant exposure (mg/kg)é@t steady state was estimated to be 1.8% of the maternal olanzapine
dose (mg/kg).

Patients shoul% vised not to breast-feed an infant if they are taking olanzapine.

Fertilitye
Effects@*tllity are unknown (see section 5.3 for preclinical information).

.
4. \lffects on ability to drive and use machines

@tudies on the effects on the ability to drive and use machines have been performed. Because
nzapine may cause somnolence and dizziness, patients should be cautioned about operating
achinery, including motor vehicles.

4.8 Undesirable effects

Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the use of
olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite, dizziness,
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akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic hypotension,

anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases (see

lutamyltransferase, high uric acid, high creatine phosphokinase and oedema.

glutamyliransierase, nigh uric acid, nigh creatine phosphoxinase

section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatase, high ga?a

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigations observed fi;
reporting and in clinical trials. Within each frequency grouping, adverse reactions are gte

<

@maﬂeous

ted in order

of decreasing seriousness. The frequency terms listed are defined as follows: Very n (> 1/10),

common (= 1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 t 1,000), very

rare (< 1/10,000), not known (cannot be estimated from the available data). Q

Very common | Common Uncommon Rare & Not
known

Blood and lymphatic system disorders

Eosinophilia

Leukopenialo
Neutropenia'’

T)mwcytopenial !

)

Immune system disorders

Metabolism and nutrition disorders

AN
| Hypersensitivity'" @
V4

ey
D@ ia’
N
N
(\’O
O
N

cases a history of
seizures or risk factors
for seizures were
reported 1

Dystonia (including
oculogyration) !
Tardive dyskinesia'’

Weight gain' Elevated Development Q Hypothermia!?
cholesterol exacerbatig s >
levels*? diabetes occaSienally
Elevated glucose | associatehwith
levels* ketoacid or coma,
Elevated inclidiflg some fatal
triglyceride cases (see section 4.4)
levels® X
Glucosuria
Increased appet
Nervous system disorders
Somnolence Dizziness Seizures where in most | Neuroleptic

malignant syndrome
(see section 4.4)"2
Discontinuation
symptoms’ 12

@ Amnesia °

N Dysarthria
Stuttering''
Restless legs
syndrome''

Cardiac disorders
Bradycardia Ventricular
QT prolongation (see | tachycardia/fibrillatio
section 4.4) n, sudden death (see
section 4.4)!!
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Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see
section 4.4)

Respiratory, thoracic and mediastinal disorders

| Epistaxis’

Gastrointestinal disorders

——

L 4 <6\

Mild, transient
anticholinergic
effects including
constipation and

Abdominal distension’
Salivary
hypersecretion''

Pancreatitis @J

@ductive Sys
E \

dysfunction in
males
Decreased libido
in males and
females

Breast enlargement
Galactorrhea in
females
Gynaecomastia/breast
enlargement in males

dry mouth
Hepatobiliary disorders 4 7 ;
Transient, patiﬁg(including
asymptomatic &tocellular,
elevations of estatic or mixed
hepatic er injury) "'
aminotransferases
(ALT, AST), Q '
especially in early
treatment (see \
section 4.4)
Skin and subcutaneous tissue disorders £\
Rash Photgschsidivity Drug
rea@ Reaction
lopecia with
Eosinophil
ia and
Systemic
Symptoms
(DRESS)
Musculoskeletal and conn€Ctive tissue disorders
| Arthr%iw | | Rhabdomyolysis!!
Renal and urinary diserders
Y Urinary incontinence,
urinary retention
Urinary hesitation'!
Pregnancy, pudrperium and perinatal conditions
. Drug
\ withdrawal
. (J syndrome
\ neonatal (see
h section 4.6)
tem and breast disorders
Erectile Amenorrhea Priapism!?

General disorders and administration site conditions

Asthenia
Fatigue
Oedema
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| Pyrexia' |

Investigations

Elevated plasma | Increased alkaline | Increased total
prolactin levels® | phosphatase'® bilirubin

High creatine @b
phosphokinase'!
High Gamma * %
Glutamyltransfera \

v

O

L
se'” (
High uric acid ' O

N

Kﬁldex (BMI)

1 Clinically significant weight gain was observed across all baseline Body,
categories. Following short term treatment (median duration 47 days), wei ain > 7% of baseline
body weight was very common (22.2 %), > 15 % was common (4.2 % > 25 % was uncommon
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their baseline body weight with long-term
exposure (at least 48 weeks) were very common (64.4 %, 31.7 % 2&12.3 % respectively).

% Mean increases in fasting lipid values (total cholesterol, L esterol, and triglycerides) were
greater in patients without evidence of lipid dysregulation at ine.
? Observed for fasting normal levels at baseline (< 5. 1/1) which increased to high

(= 6.2 mmol/l). Changes in total fasting cholesteroxn from borderline at baseline (> 5.17 -
< 6.2 mmol/l) to high (> 6.2 mmol/l) were very common.

*Observed for fasting normal levels at baseli Q.56 mmol/l) which increased to high (> 7 mmol/l).
Changes in fasting glucose from borderline@seline (>5.56 - <7 mmol/l) to high (> 7 mmol/l) were
very common.

> Observed for fasting normal levels (t?eline (< 1.69 mmol/l) which increased to high

(= 2.26 mmol/l). Changes in fastm% ycerides from borderline at baseline (> 1.69 mmol/l -

< 2.26 mmol/l) to high (> 2.26§ Wwere very common.

®In clinical trials, the incid@ Parkinsonism and dystonia in olanzapine-treated patients was
numerically higher, but n6t'statistically significantly different from placebo. Olanzapine-treated patients
had a lower incidence kinsonism, akathisia and dystonia compared with titrated doses of
haloperidol. In the a of detailed information on the pre-existing history of individual acute and
tardive extrapyramidal mevement disorders, it cannot be concluded at present that olanzapine produces
less tardive dy%a and/or other tardive extrapyramidal syndromes.

7 Acute syr@ns such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been
olanzapine is stopped abruptly.

reported” &
.dg%{ trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of

8
n nge in approximately 30% of olanzapine treated patients with normal baseline prolactin
n the majority of these patients the elevations were generally mild, and remained below two

s the upper limit of normal range.
é ° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 As assessed by measured values from clinical trials in the Olanzapine Integrated Database.

' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.
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12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated at the
upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database.

Long-term exposure (at least 48 weeks) b
The proportion of patients who had adverse, clinically significant changes in weight gain, IL@,
r@ed 9-12

onths.

total LDL/HDL cholesterol or triglycerides increased over time. In adult patients who ¢o
months of therapy, the rate of increase in mean blood glucose slowed after approximat

Additional information on special populations
In clinical trials in elderly patients with dementia, olanzapine treatment was agsoei with a higher
incidence of death and cerebrovascular adverse reactions compared to place %ection 4.4). Very

common adverse reactions associated with the use of olanzapine in this pati up were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erythema, viSual hallucinations and
urinary incontinence were observed commonly. @

In clinical trials in patients with drug-induced (dopamine agonist) pS§ychosis associated with
Parkinson’s disease, worsening of Parkinsonian symptomatolog allucinations were reported
very commonly and more frequently than with placebo.

resulted in an incidence of neutropenia of 4.1%; a potential cOntributing factor could be high plasma
valproate levels. Olanzapine administered with lithim@V Iproate resulted in increased levels
(210%) of tremor, dry mouth, increased appetite, a\‘ ght gain. Speech disorder was also reported
commonly. During treatment with olanzapine in combihation with lithium or divalproex, an increase
of > 7% from baseline body weight occurred i % of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment (u months) for recurrence prevention in patients with
bipolar disorder was associated with an incréage of >7% from baseline body weight in 39.9% of

patients. &

Paediatric population
Olanzapine is not indicated foé tment of children and adolescent patients below 18 years.
m

In one clinical trial in patients with bipolar mania, Valpr(@" ination therapy with olanzapine

Although no clinical studies d d to compare adolescents to adults have been conducted, data
from the adolescent trials \)0 pared to those of the adult trials.

patients (aged 13-17 ) than in adult patients or adverse reactions only identified during short-term

The following table s ises the adverse reactions reported with a greater frequency in adolescent
clinical trials in%sc‘ gt patients. Clinically significant weight gain (> 7%) appears to occur more
a

frequently in th escent population compared to adults with comparable exposures. The magnitude
of weight gai he proportion of adolescent patients who had clinically significant weight gain
were greatef Watll long-term exposure (at least 24 weeks) than with short-term exposure.

*

Withing€aclMrequency grouping, adverse reactions are presented in order of decreasing seriousness.
T?‘K cy terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< .

abolism and nutrition disorders
ery common: Weight gain'®, elevated triglyceride levels', increased appetite.

Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.

43



13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline body
weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7.1 %) >
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gained > 7 %,

% gained > 15 % and 29.1 % gained > 25% of their baseline body weight. @
4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased to hi

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at baseline (> 1 mol/l -
< 1.467 mmol/l) to high (> 1.467 mmol/l). O

15 Changes in total fasting cholesterol levels from normal at baseline (< 4.39 to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting choleste% Is from borderline
at baseline (> 4.39 - < 5.17 mmol/l) to high (> 5.17 mmol/l) were very con@.

!¢ Elevated plasma prolactin levels were reported in 47.4% of adolesce@ients.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the M
allows continued monitoring of the benefit/risk balance of theas

professionals are asked to report any suspected adverse reac @

listed in Appendix V. Q

4.9 Overdose \O

Signs and symptoms

Very common symptoms in overdose (> 10% i@:nce) include tachycardia,
agitation/aggressiveness, dysarthria, Variou@pyramidal symptoms, and reduced level of
consciousness ranging from sedation to com;

inal product is important. It
iCinal product. Healthcare
via the national reporting system

Other medically significant sequelae Sﬁrdose include delirium, convulsion, coma, possible

neuroleptic malignant syndrome, r ory depression, aspiration, hypertension or
hypotension, cardiac arrhythmias\< 2% of overdose cases) and cardiopulmonary arrest. Fatal
outcomes have been reported ute overdoses as low as 450 mg but survival has also been
reported following acute oy, of approximately 2 g of oral olanzapine.

Management
There is no specific Qt for olanzapine. Induction of emesis is not recommended. Standard
g

procedures for mana nt of overdose may be indicated (i.e. gastric lavage, administration of
activated charC(r)N he concomitant administration of activated charcoal was shown to reduce
the oral bioav@1 y of olanzapine by 50 to 60%.

Sympton‘a}x:r atment and monitoring of vital organ function should be instituted according to

clinica tation, including treatment of hypotension and circulatory collapse and support of
respi unction. Do not use epinephrine, dopamine, or other sympathomimetic agents with
be ist activity since beta stimulation may worsen hypotension. Cardiovascular monitoring
is sary to detect possible arrhythmias. Close medical supervision and monitoring should

@mue until the patient recovers.

S 5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines,
ATC code NOSA HO3.
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Pharmacodynamic effects
Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a broad

pharmacologic profile across a number of receptor systems. t

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 nM) for
serotonin 5 HT2anc, 5 HT3, 5 HTs; dopamine Dy, D2, D3, D4, Ds; cholinergic muscarinic
receptors M;-Ms; o adrenergic; and histamine H; receptors. Animal behavioural studies
olanzapine indicated 5 HT, dopamine, and cholinergic antagonism, consistent with th % or-
binding profile. Olanzapine demonstrated a greater in vitro affinity for serotonin 5 n
dopamine D, receptors and greater 5 HT, than D activity in vivo models. Electro logical
studies demonstrated that olanzapine selectively reduced the firing of mesoli% 0)
dopaminergic neurons, while having little effect on the striatal (A9) pathwa%) ved in motor
function. Olanzapine reduced a conditioned avoidance response, a test indicativeof
antipsychotic activity, at doses below those producing catalepsy, an effecéative of motor
side-effects. Unlike some other antipsychotic agents, olanzapine incre@psponding in an
“anxiolytic” test.

In a single oral dose (10 mg) Positron Emission Tomography (P@)&udy in healthy volunteers,
olanzapine produced a higher 5 HT»a than dopamine D> recepto upancy. In addition, a
Single Photon Emission Computed Tomography (SPECT) i study in schizophrenic

patients revealed that olanzapine-responsive patients had T striatal D, occupancy than some
other antipsychotic- and risperidone-responsive patien ile being comparable to clozapine-
responsive patients. \

Clinical efficacy

In two of two placebo and two of three compaontrolled trials with over 2,900
schizophrenic patients presenting with botr@lve and negative symptoms, olanzapine was
associated with statistically significantly gredter improvements in negative as well as positive
symptoms.

In a multinational, double-blind, ¢ tive study of schizophrenia, schizoaffective, and
related disorders which included 4,48 patients with varying degrees of associated depressive
symptoms (baseline mean of n the Montgomery-Asberg Depression Rating Scale), a
prospective secondary analysi aseline to endpoint mood score change demonstrated a
statistically significant i ent (p=0.001) favouring olanzapine (-6.0) versus haloperidol

(-3.1).

In patients with a manfe@r mixed episode of bipolar disorder, olanzapine demonstrated superior
efficacy to placeNld valproate semisodium (divalproex) in reduction of manic symptoms
over 3 weeks.% pine also demonstrated comparable efficacy results to haloperidol in terms
of the proporti f patients in symptomatic remission from mania and depression at 6 and 12
weeks. -therapy study of patients treated with lithium or valproate for a minimum of 2
weeks, kN ition of olanzapine 10 mg (co-therapy with lithium or valproate) resulted in a
gre&t@iction in symptoms of mania than lithium or valproate monotherapy after 6 weeks.

In *month recurrence prevention study in manic episode patients who achieved remission on
@zapine and were then randomised to olanzapine or placebo, olanzapine demonstrated
istically significant superiority over placebo on the primary endpoint of bipolar recurrence.
lanzapine also showed a statistically significant advantage over placebo in terms of preventing
either recurrence into mania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved
remission with a combination of olanzapine and lithium and were then randomised to olanzapine
or lithium alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of
bipolar recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).
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In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine
plus a mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or
valproate was not statistically significantly superior to lithium or valproate alone in delaying

bipolar recurrence, defined according to syndromic (diagnostic) criteria. b

Paediatric population @

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term s d@l
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), invo '&
than 200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and r; ‘&
20 mg/day. During treatment with olanzapine, adolescents gained significantly mo@
compared with adults. The magnitude of changes in fasting total cholesterol, %olesterol

triglycerides, and prolactin (see sections 4.4 and 4.8) were greater in adoles%et n in adults.
There are no controlled data on maintenance of effect or long term safety (E ions 4.4 and

4.8). Information on long term safety is primarily limited to open-label, u olled data.

5.2 Pharmacokinetic properties

Absorption
Olanzapine is well absorbed after oral administration, reaching peak plasma concentrations

te oral bioavailability relative

to intravenous administration has not been determined. Q

Distribution
The plasma protein binding of olanzapine was abou o over the concentration range of about
7 to about 1000 ng/ml. Olanzapine is bound pre@.inantly to albumin and a;-acid-glycoprotein.

Biotransformation
Olanzapine is metabolized in the liver by comfjygative and oxidative pathways. The major
circulating metabolite is the 10-N-g1u§0nide, which does not pass the blood brain barrier.

Cytochromes P450-CYP1A2 and P4 2D6 contribute to the formation of the N-desmethyl
and 2-hydroxymethyl metabolites, hibited significantly less in vivo pharmacological
activity than olanzapine in ani a@es. The predominant pharmacologic activity is from the
parent olanzapine. 6

Elimination
After oral administratio he mean terminal elimination half-life of olanzapine in healthy

subjects varied on thQs of age and gender.

In healthy elderl an over) versus non-elderly subjects, the mean elimination half-life was
prolonged (5 1 us 33.8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The
pharmacok rlab111ty observed in the elderly is within the range for the non-elderly. In 44
patients 1@1zophrema > 65 years of age, dosing from 5 to 20 mg/day was not associated
with a ngu1sh1ng profile of adverse events.

N 2.3 hrs) and the clearance was reduced (18.9 versus 27.3 1/hr). However, olanzapine (5-

II@ versus male subjects the mean elimination half life was somewhat prolonged (36.7
g) demonstrated a comparable safety profile in female (n=467) as in male patients (n=869).

@enal impairment

In renally impaired patients (creatinine clearance < 10 ml/min) versus healthy subjects, there
was no significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance
(21.2 versus 25.0 I/hr). A mass balance study showed that approximately 57 % of radiolabelled
olanzapine appeared in urine, principally as metabolites.

Hepatic impairment
A small study of the effect of impaired liver function in 6 subjects with clinically significant
(Childs Pugh Classification A (n = 5) and B (n = 1)) cirrhosis revealed little effect on the
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pharmacokinetics of orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with

mild to moderate hepatic dysfunction had slightly increased systemic clearance and faster
elimination half-time compared to subjects with no hepatic dysfunction (n = 3). There were

more smokers among subjects with cirrhosis (4/6; 67 %) than among subjects with no hepatic b

dysfunction (0/3; 0 %). @

Smoking .
In non-smoking versus smoking subjects (males and females), the mean elimination haff-

was prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27, ).

The plasma clearance of olanzapine is lower in elderly versus young subj ects,%a €s versus
males, and in non-smokers versus smokers. However, the magnitude of the % of age,
gender, or smoking on olanzapine clearance and half-life is small in comparigofi=fo the overall
variability between individuals. 6

In a study of Caucasians, Japanese, and Chinese subjects, there were no differences in the
pharmacokinetic parameters among the three populations.

Paediatric population

Adolescents (ages 13 to 17 years): The pharmacokinetics ofpine are similar between
adolescents and adults. In clinical studies, the average ol. ineé’exposure was approximately
27% higher in adolescents. Demographic differences bg wthe adolescents and adults include
a lower average body weight and fewer adolescen mokers. Such factors possibly
contribute to the higher average exposure observed ifnadolescents.

53 Preclinical safety data O

Acute (single-dose) toxicity Q

Signs of oral toxicity in rodents were &ifaracteristic of potent neuroleptic compounds:
hypoactivity, coma, tremors, clonic ¢énviilSions, salivation, and depressed weight gain. The
median lethal doses were approx% 10 mg/kg (mice) and 175 mg/kg (rats). Dogs tolerated

single oral doses up to 100 m ithout mortality. Clinical signs included sedation, ataxia,
tremors, increased heart rate, respiration, miosis, and anorexia. In monkeys, single oral
doses up to 100 mg/kg resu, rostration and, at higher doses, semi-consciousness.

Repeated dose toxicity

In studies up to 3 mo uration in mice and up to 1 year in rats and dogs, the predominant
effects were CNS depregSion, anticholinergic effects, and peripheral haematological disorders.
Tolerance developed to the CNS depression. Growth parameters were decreased at high doses.

Reversible eff; onsistent with elevated prolactin in rats included decreased weights of
ovaries and and morphologic changes in vaginal epithelium and in mammary gland.
.

Haemagelo®ic toxicity

Effects aematology parameters were found in each species, including dose-related

redigti®ns in circulating leukocytes in mice and non-specific reductions of circulating

le tes in rats; however, no evidence of bone marrow cytotoxicity was found. Reversible

ropenia, thrombocytopenia, or anaemia developed in a few dogs treated with 8 or 10
/kg/day (total olanzapine exposure [AUC] is 12- to 15-fold greater than that of a man given a
2-mg dose). In cytopenic dogs, there were no adverse effects on progenitor and proliferating
cells in the bone marrow.

Reproductive toxicity

Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats.
Estrous cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and
reproduction parameters were influenced in rats given 3 mg/kg (9 times the maximum human
dose). In the offspring of rats given olanzapine, delays in foetal development and transient
decreases in offspring activity levels were seen.
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Mutagenicity
Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included t

bacterial mutation tests and in vitro and in vivo mammalian tests.

Based on the results of studies in mice and rats, it was concluded that olanzapine is note

carcinogenic. {

6. PHARMACEUTICAL PARTICULARS \Q
6.1 List of excipients S’

Tablet core @
Lactose monohydrate

Microcrystalline cellulose
Maize starch

Magnesium stearate @
Tablet coat :D
Hypromellose

Hydroxypropylcellulose \O

Macrogol 8000
Titanium dioxide (E171)

6.2  Incompatibilities Q:
Not applicable. &

6.3 Shelf life 0
2 years b
6.4 Special precau@r storage

This medicinal prod\Q

6.5 Naturerontents of container

Carcinogenicity c @

¢S not require any special storage conditions.

Aluminium/ %um blister strips in cartons of 28 and 56 film-coated tablets per carton.

.
6. \pecial precautions for disposal

@pecial requirements.
S 7. MARKETING AUTHORISATION HOLDER

Apotex Europe B.V.
Baarnsche Dijk 1
3741 LN Baarn

The Netherlands

.
Not all CJlees may be marketed.
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/004-005 t

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISAT

L 4
10.06.2010 {\
10.  DATE OF REVISION OF THE TEXT \Q:

Detailed information on this medicinal product is available on the website &ﬁuropean Medicines
Agency http://www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 10 mg film-coated tablets

L 4

2. QUALITATIVE AND QUANTITATIVE COMPOSITION $®
Each film-coated tablet contains 10 mg olanzapine. {\
Excipient with known effect: Each film-coated tablet contains 252.70 mg lactose. O

For the full list of excipients, see section 6.1. &

3. PHARMACEUTICAL FORM @

Film-coated tablet K

White, round biconvex film-coated tablets engraved ‘APO’ o c@&de and ‘OLA’ over ‘10’ on
the other side.

4. CLINICAL PARTICULARS \O

4.1 Therapeutic indications O

Adults
Olanzapine is indicated for the treatment otgdzophrenia.

Olanzapine is effective in maintaining th¢*€linical improvement during continuation therapy in
patients who have shown an initialé ent response.

Olanzapine is indicated for th@ment of moderate to severe manic episode.

In patients whose manic gp @‘ e has responded to olanzapine treatment, olanzapine is indicated
for the prevention of recligrence in patients with bipolar disorder (see section 5.1).

4.2 Posology an thod of administration

Adults @

Schizophre@ recommended starting dose for olanzapine is 10 mg/day.
.

Manic E}e: The starting dose is 15 mg as a single daily dose in monotherapy or 10 mg daily

in CQK ion therapy (see section 5.1).
P ing recurrence in bipolar disorder: The recommended starting dose is 10 mg/day. For
@nts who have been receiving olanzapine for treatment of manic episode, continue therapy
preventing recurrence at the same dose. If a new manic, mixed, or depressive episode occurs,
lanzapine 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. An increase 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.
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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 b

Elderly
A lower starting dose (5 mg/day) is not routinely indicated but should be considered for \@5

and over when clinical factors warrant (see section 4.4). {
Renal and/or hepatic impairment O
A lower starting dose (5 mg) should be considered for such patients. In cases rate

hepatic insufficiency (cirrhosis, Child-Pugh Class A or B), the starting dose% be 5 mg and

only increased with caution. 0

Smokers
The starting dose and dose range need not be routinely altered for sion-smokers relative to
smokers. The metabolism of olanzapine may be induced by sm Clinical monitoring is

recommended and an increase of olanzapine dose may be co
section 4.5).

if necessary (see

When more than one factor is present which might res Qlower metabolism (female gender,
geriatric age, non-smoking status), consideration sho '@ e given to decreasing the starting dose.
Dose escalation, when indicated, should be conservatiye in such patients.

(See sections 4.5 and 5.2)

Paediatric population Q

Olanzapine is not recommended for u$glin children and adolescents below 18 years of age due
to a lack of data on safety and efficag§. A“greater magnitude of weight gain, lipid and prolactin
studies of adolescent patients than in studies of adult

alterations has been reported in sh
patients (see sections 4.4, 4.8, .%5.2).
4.3 Contraindicationso

Hypersensitivity to the &/e substance or to any of the excipients listed in section 6.1.
Patients with known narrow-angle glaucoma.

4.4 Special nings and precautions for use

During anti %e treatment, improvement in the patient's clinical condition may take several
days to b@eks. Patients should be closely monitored during this period.

ural disturbances because of an increase in mortality and the risk of cerebrovascular
cident. In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean
78 years) with dementia-related psychosis and/or disturbed behaviours, there was a 2-fold

ncrease in the incidence of death in olanzapine-treated patients compared to patients treated

with placebo (3.5% vs. 1.5%, respectively). The higher incidence of death was not associated
with olanzapine dose (mean daily dose 4.4 mg) or duration of treatment. Risk factors that may
predispose this patient population to increased mortality include age > 65 years, dysphagia,
sedation, malnutrition and dehydration, pulmonary conditions (e.g., pneumonia, with or without
aspiration), or concomitant use of benzodiazepines. However, the incidence of death was higher
in olanzapine-treated than in placebo-treated patients independent of these risk factors.
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In the same clinical trials, cerebrovascular adverse events (CVAE e.g., stroke, transient ischemic
attack), including fatalities, were reported. There was a 3-fold increase in CVAE in patients
treated with olanzapine compared to patients treated with placebo (1.3% vs. 0.4%, respectively)S
All olanzapine- and placebo-treated patients who experienced a cerebrovascular event had pre-
existing risk factors. Age > 75 years and vascular/mixed type dementia were identified as ris@
factors for CVAE in association with olanzapine treatment. The efficacy of olanzapine wa%

established in these trials. . \

Parkinson's disease
The use of olanzapine in the treatment of dopamine agonist associated psychosis in@ents with
Parkinson's disease is not recommended. In clinical trials, worsening of Parki@
symptomatology and hallucinations were reported very commonly and mor% ntly than
with placebo (see section 4.8), and olanzapine was not more effective than o in the
treatment of psychotic symptoms. In these trials, patients were initially re§uirgd to be stable on
the lowest effective dose of anti- Parkinsonian medicinal products (dogamine agonist) and to
remain on the same anti-Parkinsonian medicinal products and dos;f t ghout the study.

1

Olanzapine was started at 2.5 mg/day and titrated to a maximum 5 mg/day based on

investigator judgement. @

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially life-threatening condition associated Wi ipsychotic medicinal
products. Rare cases reported as NMS have also been iyed in association with olanzapine.

evidence of autonomic instability (irregular pulse od pressure, tachycardia, diaphoresis,
and cardiac dysrhythmia). Additional signs maynclude elevated creatine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute re ilure. If a patient develops signs and
symptoms indicative of NMS, or presents explained high fever without additional
clinical manifestations of NMS, all antipsyclefic medicines, including olanzapine must be

discontinued. &

Hyperglycaemia and diabetes
Hyperglycaemia and/or devel @r exacerbation of diabetes occasionally associated with
ketoacidosis or coma has bee rted uncommonly, including some fatal cases (see

section 4.8). In some cases increase in body weight has been reported which may be a

predisposing factor. &
0

Clinical manifestations of NMS are hyperpyrexia,% igidity, altered mental status, and
or

Appropriate clinical mofiitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
measuring of blood ¢ at baseline, 12 weeks after starting olanzapine treatment and annually
thereafter. Patients tre with any antipsychotic medicines, including Olanzapine Apotex, should be
observed for sigNd symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) anc@ ts with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored rggul for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseliney @d 12 weeks after starting olanzapine treatment and quarterly thereafter.
ions
ble alterations in lipids have been observed in olanzapine-treated patients in placebo
ed clinical trials (see section 4.8). Lipid alterations should be managed as clinically
@opriate, particularly in dyslipidemic patients and in patients with risk factors for the
elopment of lipids disorders. Patients treated with any antipsychotic medicines, including
lanzapine Apotex, should be monitored regularly for lipids in accordance with utilised
antipsychotic guidelines, e.g. at baseline, 12 weeks after starting olanzapine treatment and every
5 years thereafter.

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clinical
trials revealed a low incidence of related events. However, as clinical experience with
olanzapine in patients with concomitant illness is limited, caution is advised when prescribing
for patients with prostatic hypertrophy, or paralytic ileus and related conditions.

52



Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine transferase (ALT), t

aspartate transferase (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 condit1
associated with limited hepatic functional reserve, and in patients who are being treated
potentially hepatotoxic medicines. In cases where hepatitis (including hepatocellular, gholestatic
or mixed liver injury) has been diagnosed, olanzapine treatment should be disconti

Neutropenia 9
Caution should be exercised in patients with low leukocyte and/or neutroph% s for any
S

reason, in patients receiving medicines known to cause neutropenia, in pati th a history of
drug-induced bone marrow depression/toxicity, in patients with bone ma epression caused
by concomitant illness, radiation therapy or chemotherapy and in pati ith

hypereosinophilic conditions or with myeloproliferative disease. Neutropehia has been reported
commonly when olanzapine and valproate are used concomitantly«(see section 4.8).

Discontinuation of treatment @
Acute symptoms such as sweating, insomnia, tremor, anxiet%:ea, or vomiting have been
reported rarely rarely (> 0.01% and < 0.1%) when olanz@m opped abruptly.

QT interval

In clinical trials, clinically meaningful QTc prolon%ns (Fridericia QT correction [QTcF] >
500 milliseconds [msec] at any time post baselipg,in patients with baseline QTcF < 500 msec)
were uncommon (0.1% to 1%) in patients treat@th olanzapine, with no significant
differences in associated cardiac events co:@ to placebo. However, caution should be
exercised when olanzapine is prescribed withmnedicines known to increase QTc¢ interval,
especially in the elderly, in patients ngenital long QT syndrome, congestive heart failure,
heart hypertrophy, hypokalaemia or @ agnesaemia.

Thromboembolism Q

Temporal association of olanzgpie treatment and venous thromboembolism has been reported
uncommonly (> 0.1% and <l7®#A causal relationship between the occurrence of venous
thromboembolism and Er%t with olanzapine has not been established. However, since

patients with schizophrefiia often present with acquired risk factors for venous
thromboembolism al 1ble risk factors of VTE e.g. immobilisation of patients, should be
identified and p tiwg'measures undertaken.

General CNS @L\[
Given the pp CNS effects of olanzapine, caution should be used when it is taken in
combinatj 1th other centrally acting medicines and alcohol. As it exhibits in vitro dopamine
antago@ anzapine may antagonize the effects of direct and indirect dopamine agonists.
.
RN

Se
0) ine should be used cautiously in patients who have a history of seizures or are subject to
rs which may lower the seizure threshold. Seizures have been reported to occur
ommonly in patients when treated with olanzapine. In most of these cases, a history of
eizures 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. However the risk of tardive
dyskinesia increases with long term exposure, and therefore if signs or symptoms of tardive
dyskinesia appear in a patient on olanzapine, a dose reduction or discontinuation should be
considered. These symptoms can temporally deteriorate or even arise after discontinuation of
treatment.
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Postural hypotension
Postural hypotension was infrequently observed in the elderly in olanzapine clinical trials. It is
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 re o@in
patients with olanzapine. In a retrospective observational cohort study, the risk of pre@ sudden
cardiac death in patients treated with olanzapine was approximately twice the risk i ignts not using
antipsychotics. In the study, the risk of olanzapine was comparable to the risk of at 1

antipsychotics included in a pooled analysis. Q

Paediatric population

Olanzapine is not indicated for use in the treatment of children and adole > Studies in
patients aged 13-17 years showed various adverse reactions, including@ﬂ gain, changes in
metabolic parameters and increases in prolactin levels (see sections 4.8 5.1).

galactose intolerance, the Lapp lactase deficiency or glucosesgalactose malabsorption should not

Lactose
Olanzapine Apotex film-coated tablets contain lactose. Patieﬁ@ rare hereditary problems of
take this medicine. -

9/

4.5 Interaction with other medicinal produ& ther forms of interaction

Interaction studies have only been performed i@llts.

Potential interactions affecting olanzapine Q
Since olanzapine is metabolised by CYP1A2%Nsubstances that can specifically induce or inhibit
this isoenzyme may affect the pharmag@gkinetics of olanzapine.

9

Induction of CYP1A2
The metabolism of olanzapin&@induced by smoking and carbamazepine, which may lead
S

to reduced olanzapine concen . Only slight to moderate increase in olanzapine clearance
has been observed. The clini sequences are likely to be limited, but clinical monitoring is
recommended and an incge @, olanzapine dose may be considered if necessary (see

section 4.2).

Inhibition of CYPIAQ
Fluvoxamine, aNﬁc YP1A2 inhibitor, has been shown to significantly inhibit the
metabolism 0% pine. The mean increase in olanzapine Cpax following fluvoxamine was 54
% in femal okers and 77 % in male smokers. The mean increase in olanzapine AUC
was 52 8 % respectively. A lower starting dose of olanzapine should be considered in
patient are using fluvoxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A
dec &the dose of olanzapine should be considered if treatment with an inhibitor of
C N& is initiated.

greased bioavailability

ivated charcoal reduces the bioavailability of oral olanzapine by 50 to 60% and should be
aken 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.
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Olanzapine does not inhibit the main CYP450 isoenzymes in vitro (e.g. 1A2, 2D6, 2C9, 2C19,

3A4). Thus no particular interaction is expected as verified through in vivo studies where no
inhibition of metabolism of the following active substances was found: tricyclic antidepressant
(representing mostly CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or b
diazepam (CYP3A4 and 2C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden. @ %

Therapeutic monitoring of valproate plasma levels did not indicate that valproate d
adjustment is required after the introduction of concomitant olanzapine. @

General CNS activity Q

Caution should be exercised in patients who consume alcohol or receive rr@ 1 products that

can cause central nervous system depression.
The concomitant use of olanzapine with anti-Parkinsonian medicinal ts in patients with
Parkinson's disease and dementia is not recommended (see section 4.4).

QTc interval Q{
Caution should be used if olanzapine is being administered ¢ tantly with medicinal
products known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation Q

Pregnancy
There are no adequate and well-controlled stud@r;pregnant women. Patients should be

advised to notify their physician if they becom nant or intend to become pregnant during
treatment with olanzapine. Nevertheless, bea uman experience is limited, olanzapine
should be used in pregnancy only if the potefitial benefit justifies the potential risk to the foetus.

Newborn infants exposed to antipsy@including olanzapine) during the third trimester of
pregnancy are at risk of adverse reagt including extrapyramidal and/or withdrawal symptoms that
may vary in severity and duratiomfolldéwing delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, somnolencbplratory distress, or feeding disorder. Consequently, newborns
should be monitored carefub

Breast-feeding
In a study in breast—f@g, healthy women, olanzapine was excreted in breast milk. Mean

infant exposure (mg/kg)é@t steady state was estimated to be 1.8% of the maternal olanzapine
dose (mg/kg).

Patients shoul% vised not to breast-feed an infant if they are taking olanzapine.

Fertilitye
Effects@*tllity are unknown (see section 5.3 for preclinical information).

.
4. \lffects on ability to drive and use machines

@tudies on the effects on the ability to drive and use machines have been performed. Because
nzapine may cause somnolence and dizziness, patients should be cautioned about operating
achinery, including motor vehicles.

4.8 Undesirable effects

Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the use of
olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite, dizziness,
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akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic hypotension,

anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases (see

lutamyltransferase, high uric acid, high creatine phosphokinase and oedema.

glutamyliransierase, nigh uric acid, nigh creatine phosphoxinase

section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatase, high ga?a

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigations observed fi;
reporting and in clinical trials. Within each frequency grouping, adverse reactions are gte

<

@maﬂeous

ted in order

of decreasing seriousness. The frequency terms listed are defined as follows: Very n (> 1/10),

common (= 1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 t 1,000), very

rare (< 1/10,000), not known (cannot be estimated from the available data). Q

Very common | Common Uncommon Rare & Not
known

Blood and lymphatic system disorders

Eosinophilia

Leukopenialo
Neutropenia'’

T)mwcytopenial !

)

Immune system disorders

Metabolism and nutrition disorders

AN
| Hypersensitivity'" @
V4

ey
D@ ia’
N
N
(\’O
O
N

cases a history of
seizures or risk factors
for seizures were
reported 1

Dystonia (including
oculogyration) !
Tardive dyskinesia'’

Weight gain' Elevated Development Q Hypothermia!?
cholesterol exacerbatig s >
levels*? diabetes occaSienally
Elevated glucose | associatehwith
levels* ketoacid or coma,
Elevated inclidiflg some fatal
triglyceride cases (see section 4.4)
levels® X
Glucosuria
Increased appet
Nervous system disorders
Somnolence Dizziness Seizures where in most | Neuroleptic

malignant syndrome
(see section 4.4)"2
Discontinuation
symptoms’ 12

@ Amnesia °

N Dysarthria
Stuttering''
Restless legs
syndrome''

Cardiac disorders
Bradycardia Ventricular
QT prolongation (see | tachycardia/fibrillatio
section 4.4) n, sudden death (see
section 4.4)!!
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Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see
section 4.4)

Respiratory, thoracic and mediastinal disorders

| Epistaxis’

Gastrointestinal disorders

——

L 4 <6\

Mild, transient
anticholinergic
effects including
constipation and

Abdominal distension’
Salivary
hypersecretion''

Pancreatitis @J

@ductive Sys
E \

dysfunction in
males
Decreased libido
in males and
females

Breast enlargement
Galactorrhea in
females
Gynaecomastia/breast
enlargement in males

dry mouth
Hepatobiliary disorders 4 7 ;
Transient, patiﬁg(including
asymptomatic &tocellular,
elevations of estatic or mixed
hepatic er injury) "'
aminotransferases
(ALT, AST), Q '
especially in early
treatment (see \
section 4.4)
Skin and subcutaneous tissue disorders £\
Rash Photgschsidivity Drug
rea@ Reaction
lopecia with
Eosinophil
ia and
Systemic
Symptoms
(DRESS)
Musculoskeletal and conn€Ctive tissue disorders
| Arthr%iw | | Rhabdomyolysis!!
Renal and urinary diserders
Y Urinary incontinence,
urinary retention
Urinary hesitation'!
Pregnancy, pudrperium and perinatal conditions
. Drug
\ withdrawal
. (J syndrome
\ neonatal (see
h section 4.6)
tem and breast disorders
Erectile Amenorrhea Priapism!?

General disorders and administration site conditions

Asthenia
Fatigue
Oedema
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| Pyrexia' |

Investigations

Elevated plasma | Increased alkaline | Increased total
prolactin levels® | phosphatase'® bilirubin

High creatine @b
phosphokinase'!
High Gamma * %
Glutamyltransfera \

v

O

L
se'” (
High uric acid ' O

N

Kﬂldex (BMI)

1 Clinically significant weight gain was observed across all baseline Body,
categories. Following short term treatment (median duration 47 days), wei ain > 7% of baseline
body weight was very common (22.2 %), > 15 % was common (4.2 % > 25 % was uncommon
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their baseline body weight with long-term
exposure (at least 48 weeks) were very common (64.4 %, 31.7 % 2&12.3 % respectively).

% Mean increases in fasting lipid values (total cholesterol, L esterol, and triglycerides) were
greater in patients without evidence of lipid dysregulation at ine.
? Observed for fasting normal levels at baseline (< 5. 1/1) which increased to high

(= 6.2 mmol/l). Changes in total fasting cholesteroxn from borderline at baseline (> 5.17 -
< 6.2 mmol/l) to high (> 6.2 mmol/l) were very common.

*Observed for fasting normal levels at baseli Q.56 mmol/l) which increased to high (> 7 mmol/l).
Changes in fasting glucose from borderline@seline (>5.56 - <7 mmol/l) to high (> 7 mmol/l) were
very common.

> Observed for fasting normal levels (t?eline (< 1.69 mmol/l) which increased to high

(= 2.26 mmol/l). Changes in fastm% ycerides from borderline at baseline (> 1.69 mmol/l -

< 2.26 mmol/l) to high (> 2.26§ Were very common.

®In clinical trials, the incid@ Parkinsonism and dystonia in olanzapine-treated patients was
numerically higher, but n6t'statistically significantly different from placebo. Olanzapine-treated patients
had a lower incidence kinsonism, akathisia and dystonia compared with titrated doses of
haloperidol. In the a of detailed information on the pre-existing history of individual acute and
tardive extrapyramidal mevement disorders, it cannot be concluded at present that olanzapine produces
less tardive dy%a and/or other tardive extrapyramidal syndromes.

7 Acute syr@ns such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been
olanzapine is stopped abruptly.

reported” &
.dg%{ trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of

8
n nge in approximately 30% of olanzapine treated patients with normal baseline prolactin
n the majority of these patients the elevations were generally mild, and remained below two

s the upper limit of normal range.
é ° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 As assessed by measured values from clinical trials in the Olanzapine Integrated Database.

' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.
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12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated at the
upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database.

Long-term exposure (at least 48 weeks) b
The proportion of patients who had adverse, clinically significant changes in weight gain, IL@,
r@ed 9-12

onths.

total LDL/HDL cholesterol or triglycerides increased over time. In adult patients who ¢o
months of therapy, the rate of increase in mean blood glucose slowed after approximat

Additional information on special populations
In clinical trials in elderly patients with dementia, olanzapine treatment was agsqei with a higher
incidence of death and cerebrovascular adverse reactions compared to place %ection 4.4). Very

common adverse reactions associated with the use of olanzapine in this pati up were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erythema, viSual hallucinations and
urinary incontinence were observed commonly. @

In clinical trials in patients with drug-induced (dopamine agonist) pS§ychosis associated with
Parkinson’s disease, worsening of Parkinsonian symptomatolog allucinations were reported
very commonly and more frequently than with placebo.

resulted in an incidence of neutropenia of 4.1%; a potential contributing factor could be high plasma
valproate levels. Olanzapine administered with lithim@V Iproate resulted in increased levels
(210%) of tremor, dry mouth, increased appetite, a\‘ ght gain. Speech disorder was also reported
commonly. During treatment with olanzapine in combihation with lithium or divalproex, an increase
of > 7% from baseline body weight occurred i % of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment (u months) for recurrence prevention in patients with
bipolar disorder was associated with an incréage of >7% from baseline body weight in 39.9% of

patients. &

Paediatric population
Olanzapine is not indicated foé tment of children and adolescent patients below 18 years.
m

In one clinical trial in patients with bipolar mania, Valpr(@n ination therapy with olanzapine

Although no clinical studies d d to compare adolescents to adults have been conducted, data
from the adolescent trials \)0 pared to those of the adult trials.

patients (aged 13-17 ) than in adult patients or adverse reactions only identified during short-term

The following table s ises the adverse reactions reported with a greater frequency in adolescent
clinical trials in%:sc! gt patients. Clinically significant weight gain (> 7%) appears to occur more
a

frequently in th escent population compared to adults with comparable exposures. The magnitude
of weight gai he proportion of adolescent patients who had clinically significant weight gain
were greatef Watll long-term exposure (at least 24 weeks) than with short-term exposure.

*

Withing€aclMrequency grouping, adverse reactions are presented in order of decreasing seriousness.
T?‘K cy terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< .

abolism and nutrition disorders
ery common: Weight gain'®, elevated triglyceride levels', increased appetite.

Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.
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13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline body
weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7.1 %) >
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gained > 7 %,

% gained > 15 % and 29.1 % gained > 25% of their baseline body weight. @
4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased to hi

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at baseline (> 1 mol/l -
< 1.467 mmol/l) to high (> 1.467 mmol/l). O

15 Changes in total fasting cholesterol levels from normal at baseline (< 4.39 to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting choleste% Is from borderline
at baseline (> 4.39 - < 5.17 mmol/l) to high (> 5.17 mmol/l) were very con@.

!¢ Elevated plasma prolactin levels were reported in 47.4% of adolesce@ients.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the M
allows continued monitoring of the benefit/risk balance of theag

professionals are asked to report any suspected adverse reac @

listed in Appendix V. Q

4.9 Overdose \O

Signs and symptoms

Very common symptoms in overdose (> 10% i@:nce) include tachycardia,
agitation/aggressiveness, dysarthria, Variou@pyramidal symptoms, and reduced level of
consciousness ranging from sedation to com;

inal product is important. It
iCinal product. Healthcare
via the national reporting system

Other medically significant sequelae Sﬁrdose include delirium, convulsion, coma, possible

neuroleptic malignant syndrome, r ory depression, aspiration, hypertension or
hypotension, cardiac arrhythmias\< 2% of overdose cases) and cardiopulmonary arrest. Fatal
outcomes have been reported ute overdoses as low as 450 mg but survival has also been
reported following acute oy, of approximately 2 g of oral olanzapine.

Management
There is no specific Qt for olanzapine. Induction of emesis is not recommended. Standard
g

procedures for mana nt of overdose may be indicated (i.e. gastric lavage, administration of
activated charC(r)N he concomitant administration of activated charcoal was shown to reduce
the oral bioav@1 y of olanzapine by 50 to 60%.

Sympton‘a}x:r atment and monitoring of vital organ function should be instituted according to

clinica tation, including treatment of hypotension and circulatory collapse and support of
respi unction. Do not use epinephrine, dopamine, or other sympathomimetic agents with
be ist activity since beta stimulation may worsen hypotension. Cardiovascular monitoring
is sary to detect possible arrhythmias. Close medical supervision and monitoring should

@mue until the patient recovers.

S 5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines,
ATC code NOSA HO3.

Pharmacodynamic effects
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Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a broad
pharmacologic profile across a number of receptor systems.

serotonin 5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D,, D3, D4, Ds; cholinergic muscarinic
receptors M;-Ms; a; adrenergic; and histamine H; receptors. Animal behavioural studies wjth
olanzapine indicated 5 HT, dopamine, and cholinergic antagonism, consistent with the« -
binding profile. Olanzapine demonstrated a greater in vitro affinity for serotonin 5 HT, &
dopamine D, receptors and greater 5 HT, than D, activity in vivo models. Electrop(l@ gical

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 nM) for b

studies demonstrated that olanzapine selectively reduced the firing of mesolimbic
dopaminergic neurons, while having little effect on the striatal (A9) pathways%ed in motor
function. Olanzapine reduced a conditioned avoidance response, a test indic%
iCative of motor
sponding in an

antipsychotic activity, at doses below those producing catalepsy, an effect i
side-effects. Unlike some other antipsychotic agents, olanzapine increase

“anxiolytic” test. @

In a single oral dose (10 mg) Positron Emission Tomography (PE'Qsdy in healthy volunteers,
olanzapine produced a higher 5 HT:4 than dopamine D, recepta D ancy. In addition, a
Single Photon Emission Computed Tomography (SPECT) imagiag/study in schizophrenic
patients revealed that olanzapine-responsive patients had lower §triatal D, occupancy than some
other antipsychotic- and risperidone-responsive patients, F#hi ng comparable to clozapine-

responsive patients. O

Clinical efficacy
In two of two placebo and two of three comparcontrolled trials with over 2,900

schizophrenic patients presenting with both posi and negative symptoms, olanzapine was
associated with statistically significantly gr; mprovements in negative as well as positive
symptoms.

In a multinational, double-blind, co a&ﬁe study of schizophrenia, schizoaffective, and
related disorders which included 1; tients with varying degrees of associated depressive
symptoms (baseline mean of 1.6yn fthe Montgomery-Asberg Depression Rating Scale), a
prospective secondary analys@aseline to endpoint mood score change demonstrated a
statistically significant imp nt (p=0.001) favouring olanzapine (-6.0) versus haloperidol
(-3.1). 6

efficacy to placebo a Iproate semisodium (divalproex) in reduction of manic symptoms
over 3 weeks. Ox%lpine also demonstrated comparable efficacy results to haloperidol in terms
of the proporti atients in symptomatic remission from mania and depression at 6 and 12
weeks. In ;ﬁ apy study of patients treated with lithium or valproate for a minimum of 2

In patients with a mz@r ixed episode of bipolar disorder, olanzapine demonstrated superior
n

weeks, the‘addition of olanzapine 10 mg (co-therapy with lithium or valproate) resulted in a
greater 1on in symptoms of mania than lithium or valproate monotherapy after 6 weeks.
.
In onth recurrence prevention study in manic episode patients who achieved remission on
ol ine and were then randomised to olanzapine or placebo, olanzapine demonstrated
%?stically significant superiority over placebo on the primary endpoint of bipolar recurrence.
nzapine also showed a statistically significant advantage over placebo in terms of preventing

ither recurrence into mania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved
remission with a combination of olanzapine and lithium and were then randomised to olanzapine
or lithium alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of
bipolar recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine
plus a mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or
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valproate was not statistically significantly superior to lithium or valproate alone in delaying
bipolar recurrence, defined according to syndromic (diagnostic) criteria.

Paediatric population b

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studies@
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involvin

than 200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and rangi %
20 mg/day. During treatment with olanzapine, adolescents gained significantly more &
compared with adults. The magnitude of changes in fasting total cholesterol, LDL ¢ erol,
triglycerides, and prolactin (see sections 4.4 and 4.8) were greater in adolescents th adults.
There are no controlled data on maintenance of effect or long term safety (see@s 4.4 and
4.8). Information on long term safety is primarily limited to open-label, unc&ro} d data.

0

5.2 Pharmacokinetic properties 0

Absorption
Olanzapine is well absorbed after oral administration, reaching pe&lasma concentrations

within 5 to 8 hours. The absorption is not affected by food. Abs@ ral bioavailability relative
to intravenous administration has not been determined. :

Distribution
The plasma protein binding of olanzapine was about 93%"%yer the concentration range of about
7 to about 1000 ng/ml. Olanzapine is bound predod\ to albumin and a;-acid-glycoprotein.

Biotransformation

Olanzapine is metabolized in the liver by conje and oxidative pathways. The major
circulating metabolite is the lO—N—glucuronQ( ich does not pass the blood brain barrier.
Cytochromes P450-CYP1A2 and P450-CY 6 contribute to the formation of the N-desmethyl
and 2-hydroxymethyl metabolites, both@€xhibited significantly less in vivo pharmacological
activity than olanzapine in animal Stl@. he predominant pharmacologic activity is from the

parent olanzapine. 0

Elimination
After oral administration, t terminal elimination half-life of olanzapine in healthy

subjects varied on the biv ge and gender.

In healthy elderly (6 over) versus non-elderly subjects, the mean elimination half-life was
prolonged (51.8 versus\g3.8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The
pharmacokinetiN’;lbihty observed in the elderly is within the range for the non-elderly. In 44

patients with phrenia > 65 years of age, dosing from 5 to 20 mg/day was not associated
with any dispi hing profile of adverse events.
L 4

In fem: \sus male subjects the mean elimination half life was somewhat prolonged (36.7
hrs) and the clearance was reduced (18.9 versus 27.3 I/hr). However, olanzapine (5-

ver
20&&monstrated a comparable safety profile in female (n=467) as in male patients (n=869).

impairment
enally impaired patients (creatinine clearance < 10 ml/min) versus healthy subjects, there
as no significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance
(21.2 versus 25.0 I/hr). A mass balance study showed that approximately 57 % of radiolabelled
olanzapine appeared in urine, principally as metabolites.

Hepatic impairment

A small study of the effect of impaired liver function in 6 subjects with clinically significant
(Childs Pugh Classification A (n = 5) and B (n = 1)) cirrhosis revealed little effect on the
pharmacokinetics of orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with
mild to moderate hepatic dysfunction had slightly increased systemic clearance and faster
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elimination half-time compared to subjects with no hepatic dysfunction (n = 3). There were
more smokers among subjects with cirrhosis (4/6; 67 %) than among subjects with no hepatic

dysfunction (0/3; 0 %). t

Smoking @
In non-smoking versus smoking subjects (males and females), the mean elimination half-lj
was prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27.7 ¥

The plasma clearance of olanzapine is lower in elderly versus young subjects, in fe &versus

males, and in non-smokers versus smokers. However, the magnitude of the impact e,
gender, or smoking on olanzapine clearance and half-life is small in comparis e overall
variability between individuals. &

In a study of Caucasians, Japanese, and Chinese subjects, there were no differghces in the
pharmacokinetic parameters among the three populations. @

Paediatric population g

Adolescents (ages 13 to 17 years): The pharmacokinetics of ola 1fte are similar between
adolescents and adults. In clinical studies, the average olanzapi posure was approximately
27% higher in adolescents. Demographic differences betwe adolescents and adults include
a lower average body weight and fewer adolescents were . Such factors possibly
contribute to the higher average exposure observed in ﬁents.

53 Preclinical safety data \

Acute (single-dose) toxicity

Signs of oral toxicity in rodents were chara@w of potent neuroleptic compounds:

hypoactivity, coma, tremors, clonic convulsi®gs, salivation, and depressed weight gain. The

median lethal doses were approximat%) mg/kg (mice) and 175 mg/kg (rats). Dogs tolerated

single oral doses up to 100 mg/kg wi@ ortality. Clinical signs included sedation, ataxia,
iration, miosis, and anorexia. In monkeys, single oral

tremors, increased heart rate, labor
doses up to 100 mg/kg resulteéi ro8tration and, at higher doses, semi-consciousness.

Repeated dose toxicity

In studies up to 3 monthsd @r on in mice and up to 1 year in rats and dogs, the predominant
effects were CNS depre$sion, anticholinergic effects, and peripheral haematological disorders.
Tolerance developee CNS depression. Growth parameters were decreased at high doses.
Reversible effects conSigtent with elevated prolactin in rats included decreased weights of
ovaries and uteruS\and morphologic changes in vaginal epithelium and in mammary gland.

Haematologi @1
Effects on\ﬁmiatology parameters were found in each species, including dose-related
ighs

reducti circulating leukocytes in mice and non-specific reductions of circulating

leu n rats; however, no evidence of bone marrow cytotoxicity was found. Reversible

ne ia, thrombocytopenia, or anaemia developed in a few dogs treated with 8 or 10

m ay (total olanzapine exposure [AUC] is 12- to 15-fold greater than that of a man given a

-mg dose). In cytopenic dogs, there were no adverse effects on progenitor and proliferating
g s in the bone marrow.
Reproductive toxicity
Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats.
Estrous cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and
reproduction parameters were influenced in rats given 3 mg/kg (9 times the maximum human

dose). In the offspring of rats given olanzapine, delays in foetal development and transient
decreases in offspring activity levels were seen.

Mutagenicity
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Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included
bacterial mutation tests and in vitro and in vivo mammalian tests.

Carcinogenicity b

Based on the results of studies in mice and rats, it was concluded that olanzapine is not

carcinogenic.
. \(o
6. PHARMACEUTICAL PARTICULARS &

6.1 List of excipients

Tablet core

Lactose monohydrate 0
Microcrystalline cellulose @
Maize starch

Magnesium stearate

Tablet coat @
Hypromellose Q
Hydroxypropylcellulose

Macrogol 8000 Q

Titanium dioxide (E171) \O

6.2 Incompatibilities

Not applicable. Q
6.3  Shelf life &
2 years 0(/

6.4 Special precautions

This medicinal product dg@t require any special storage conditions.

6.5 Nature and ts of container

Aluminium/alumm blister strips in cartons of 28, 56 and 98 film-coated tablets per carton.

Not all pac &ay be marketed.

.
6.6 p\gial precautions for disposal
.

N@al requirements.

g " MARKETING AUTHORISATION HOLDER
Apotex Europe B.V.
Baarnsche Dijk 1

3741 LN Baarn
The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

64



EU/1/10/635/006-007

EU/1/10/635/016

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATI b
10.06.2010 . \Q

10. DATE OF REVISION OF THE TEXT O

Detailed information on this medicinal product is available on the website O@Opean Medicines

Agency http://www.ema.europa.eu. 0
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1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 5 mg orodispersible tablets t

2. QUALITATIVE AND QUANTITATIVE COMPOSITION @
. Q,

Each orodispersible tablet contains 5 mg olanzapine. {\

For the full list of excipients, see section 6.1. QO

3. PHARMACEUTICAL FORM S’

Orodispersible tablet @

Yellow round flat faced radial edge tablets engraved ‘APO’ on onefside and ‘OL’ over ‘5’ on the other
side. @
4. CLINICAL PARTICULARS Q D

4.1 Therapeutic indications \O

Adults
Olanzapine is indicated for the treatment of sc hrenia.

Olanzapine is effective in maintaining the c@l improvement during continuation therapy in
patients who have shown an initial tre@t response.

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

@ as responded to olanzapine treatment, olanzapine is indicated for the
ftemts with bipolar disorder (see section 5.1).

In patients whose manic episo
prevention of recurrence in ja

4.2 Posology and hod of administration

Adults
Schizophrenia:

The recomme@arﬁng dose for olanzapine is 10 mg/day.
Manic epjs@

The staptingygose is 15 mg as a single daily dose in monotherapy or 10 mg daily in combination
thera section 5.1).

P ing recurrence in bipolar disorder:
@recommended starting dose is 10 mg/day. For patients who have been receiving olanzapine for
tment of manic episode, continue therapy for preventing recurrence at the same dose. If a new
anic, 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. An increase 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.
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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.

Olanzapine Apotex orodispersible tablet should be placed in the mouth, where it will rapidly dis @
in saliva, so it can be easily swallowed. Removal of the intact orodispersible tablet from the g ontf
difficult. Since the orodispersible tablet is fragile, it should be taken immediately on openinpg the
blister. Alternatively, it may be dispersed in a full glass of water or other suitable beve %ange

juice, apple juice, milk or coffee) immediately before administration. {

Olanzapine orodispersible tablet is bioequivalent to olanzapine film-coated ta@lth a similar rate
and extent of absorption. It has the same dosage and frequency of administr% olanzapine film-
coated tablets. Olanzapine orodispersible tablets may be used as an alternati olanzapine film-
coated tablets.

Special populations {@

Elderly s@l
A lower starting dose (5 mg/day) is not routinely indicated b d be considered for those 65 and
over when clinical factors warrant (see section 4.4). Q

Renal and/or hepatic impairment Q
SI:.

A lower starting dose (5 mg) should be consideredyfo patients. In cases of moderate hepatic
insufficiency (cirrhosis, Child-Pugh Class A or B), t arting dose should be 5 mg and only
increased with caution. O

Smokers

The starting dose and dose range need not be%putinely altered for non-smokers relative to smokers. The
metabolism of olanzapine may be inddgtd by smoking. Clinical monitoring is recommended and an
increase of olanzapine dose may be @ red if necessary (see section 4.5).

When more than one factor issra@/hich might result in slower metabolism (female gender,

geriatric age, non-smoking st consideration should be given to decreasing the starting dose.
Dose escalation, when indi ould be conservative in such patients.

In cases where dose incxﬁents of 2.5 mg are considered necessary, Olanzapine Apotex film-coated
tablets should be use,

(oW

(See sections 4. 5.2).

S

Paediatric
L 4

n

/2

Olanza ot recommended for use in children and adolescents below 18 years of age due to a
lackeof\data on safety and efficacy. A greater magnitude of weight gain, lipid and prolactin alterations
haybedy reported in short term studies of adolescent patients than in studies of adult patients (see

sel s4.4,4.8,5.1and5.2).

@%@

Contraindications

§ Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Patients with known risk of narrow-angle glaucoma.

4.4 Special warnings and precautions for use

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.
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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.
In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean age 78 year
dementia-related psychosis and/or disturbed behaviours, there was a 2-fold increase in the inw of
death in olanzapine-treated patients compared to patients treated with placebo (3.5% vs. 1,59
respectively). The higher incidence of death was not associated with olanzapine dose ( ily dose
4.4 mg) or duration of treatment. Risk factors that may predispose this patient popula H& increased
mortality include age > 65 years, dysphagia, sedation, malnutrition and dehydratio onary

Od1d

conditions (e.g., pneumonia, with or without aspiration), or concomitant use of ben zepines.
However, the incidence of death was higher in olanzapine-treated than in pla -trgated patients
independent of these risk factors. &

In the same clinical trials, cerebrovascular adverse events (CVAE e.g., st@ransient ischemic
attack), including fatalities, were reported. There was a 3-fold increas VAE in patients treated
with olanzapine compared to patients treated with placebo (1.3% vs. 0.4% respectively). All
olanzapine- and placebo-treated patients who experienced a cerebrgvascular event had pre-existing
risk factors. Age > 75 years and vascular/mixed type dementia mentiﬁed as risk factors for
CVAE in association with olanzapine treatment. The efficac apine was not established in
these trials. é D

Parkinson's disease Q

The use of olanzapine in the treatment of dopaming a t associated psychosis in patients with
Parkinson's disease is not recommended. In clinical frals, worsening of Parkinsonian symptomatology
and hallucinations were reported very commonlysand more frequently than with placebo (see

section 4.8), and olanzapine was not more effe than placebo in the treatment of psychotic
symptoms. In these trials, patients were ini%required to be stable on the lowest effective dose of
anti- Parkinsonian medicinal products (dopathine agonist) and to remain on the same anti-
Parkinsonian medicinal products and dgSages throughout the study. Olanzapine was started at

2.5 mg/day and titrated to a maximul(oj mg/day based on investigator judgement.

Neuroleptic Malignant Syndramé
NMS is a potentially life-threa

ing condition associated with antipsychotic medicinal products. Rare
cases reported as NMS havgsa een received in association with olanzapine. Clinical manifestations
of NMS are hyperpyrexia & le rigidity, altered mental status, and evidence of autonomic instability
(irregular pulse or blood¥pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional
signs may include el dcreatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
failure. If a pati&fij: elOps signs and symptoms indicative of NMS, or presents with unexplained

QsD

high fever withoutadditional clinical manifestations of NMS, all antipsychotic medicines, including

olanzapine mLﬁb iscontinued.

Hyperglyciemid and diabetes
Hyper Mia and/or development or exacerbation of diabetes occasionally associated with
ket m or coma has been reported uncommonly, including some fatal cases (see section 4.8). In
) Oa&es, a prior increase in body weight has been reported which may be a predisposing factor.
A riate clinical monitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
@suring of blood glucose at baseline, 12 weeks after starting olanzapine treatment and annually
reafter. Patients treated with any antipsychotic medicines, including Olanzapine Apotex, should be
bserved for signs and symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) and patients with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored regularly for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseline, 4, 8 and 12 weeks after starting olanzapine treatment and quarterly thereafter.

Lipid alterations
Undesirable alterations in lipids have been observed in olanzapine-treated patients in placebo

controlled clinical trials (see section 4.8). Lipid alterations should be managed as clinically
appropriate, particularly in dyslipidemic patients and in patients with risk factors for the development
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of lipids disorders. Patients treated with any antipsychotic medicines, including Olanzapine Apotex,
should be monitored regularly for lipids in accordance with utilised antipsychotic guidelines, e.g. at
baseline, 12 weeks after starting olanzapine treatment and every 5 years thereafter. t

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clini Is
revealed a low incidence of related events. However, as clinical experience with olanzapi patients
with concomitant illness is limited, caution is advised when prescribing for patients w'q&static

hypertrophy, or paralytic ileus and related conditions. O

Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine trapferase (ALT), aspartate

transferase (AST) have been seen commonly, especially in early treatment. ion should be
exercised and follow-up organised in patients with elevated ALT and/or éﬂ patients with signs
and symptoms of hepatic impairment, in patients with pre-existing co s associated with limited
hepatic functional reserve, and in patients who are being treated with potefitially hepatotoxic
medicines. In cases where hepatitis (including hepatocellular, cholgstatic or mixed liver injury) has
been diagnosed, olanzapine treatment should be discontinued.

Neutropenia %

Caution should be exercised in patients with low leukoc@ neutrophil counts for any reason, in
patients receiving medicines known to cause neutropenia, g patients with a history of drug-induced
bone marrow depression/toxicity, in patients with or@rrow depression caused by concomitant
illness, radiation therapy or chemotherapy and in [& s with hypereosinophilic conditions or with
myeloproliferative disease. Neutropenia has beengreported commonly when olanzapine and valproate
are used concomitantly (see section 4.8). 6

Discontinuation of treatment Q

Acute symptoms such as sweating, in: ia, tremor, anxiety, nausea, or vomiting have been reported
rarely (> 0.01% and < 0.1%) when cﬁnj ine is stopped abruptly.

QT interval Q

In clinical trials, clinically me ul QTc prolongations (Fridericia QT correction [QTcF] > 500
milliseconds [msec] at any ti st baseline in patients with baseline QTcF < 500 msec) were
uncommon (0.1% to 1%) '@ients treated with olanzapine, with no significant differences in
associated cardiac event8igcompared to placebo. However, caution should be exercised when
olanzapine is prescri 1th medicines known to increase QTc interval, especially in the elderly, in
patients with congenitdddong QT syndrome, congestive heart failure, heart hypertrophy, hypokalaemia
or hypomagnesachaja.

octation of olanzapine treatment and venous thromboembolism has been reported

uncom >0.1% and < 1%). A causal relationship between the occurrence of venous

thr b@oolism and treatment with olanzapine has not been established. However, since patients

wi 0t&zophrenia often present with acquired risk factors for venous thromboembolism all possible
tors of VTE e.g. immobilisation of patients, should be identified and preventive measures

@ertaken.

eneral 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. As it exhibits in vitro dopamine antagonism,
olanzapine may antagonize the effects of direct and indirect dopamine agonists.

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
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patients when treated with olanzapine. In most of these cases, a history of seizures or risk factors for
seizures were reported.

Tardive Dyskinesia b

In comparator studies of one year or less duration, olanzapine was associated with a s‘catistica@e
significant lower incidence of treatment emergent dyskinesia. However the risk of tardive csia
increases with long term exposure, and therefore if signs or symptoms of tardive dyskim s%pear in
a patient on olanzapine, a dose reduction or discontinuation should be considered. Th ptoms
can temporally deteriorate or even arise after discontinuation of treatment.

Postural hypotension Q

Postural hypotension was infrequently observed in the elderly in olanzapine% I trials. It is
recommended that blood pressure is measured periodically in patients oveb

65 years.

Sudden cardiac death @

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

patients with olanzapine. In a retrospective observational coho , the risk of presumed sudden
cardiac death in patients treated with olanzapine was approxima twice the risk in patients not using
antipsychotics. In the study, the risk of olanzapine was com to the risk of atypical
antipsychotics included in a pooled analysis. Q

Paediatric population Q

Olanzapine is not indicated for use in the treatmenm ildren and adolescents. Studies in patients
aged 13-17 years showed various adverse reactigns, including weight gain, changes in metabolic
parameters and increases in prolactin levels (stions 4.8 and 5.1).

4.5 Interaction with other medi&al})roducts and other forms of interaction

Interaction studies have only bee&&ned in adults.
Potential interactions affectingfoYanzapine

Since olanzapine is metabo Sthb! CYP1A2, substances that can specifically induce or inhibit this
isoenzyme may affect th acokinetics of olanzapine.

Induction of CYPI
The metabolisrriofa pine may be induced by smoking and carbamazepine, which may lead to

reduced olanzapifig,concentrations. Only slight to moderate increase in olanzapine clearance has been
observed. The@ 1 consequences are likely to be limited, but clinical monitoring is recommended
and an incr olanzapine dose may be considered if necessary (see section 4.2).

.

Inhibition BECYP1A2

Flu We, a specific CYP1A2 inhibitor, has been shown to significantly inhibit the metabolism of

ol ine. The mean increase in olanzapine Cmax following fluvoxamine was 54 % in female non-

s s and 77 % in male smokers. The mean increase in olanzapine AUC was 52 % and 108 %
ectively. A lower starting dose of olanzapine should be considered in patients who are using
oxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A decrease in the dose of

lanzapine should be considered if treatment with an inhibitor of CYP1A2 is initiated.

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.
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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, @
Thus no particular interaction is expected as verified through in vivo studies where no inhibitj
metabolism of the following active substances was found: tricyclic antidepressant (represeti ostly
CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or diazepam (CYP3 C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden. {

Therapeutic monitoring of valproate plasma levels did not indicate that Valpr(@age adjustment is
required after the introduction of concomitant olanzapine. &

General CNS activity
Caution should be exercised in patients who consume alcohol or recei icinal products that can
cause central nervous system depression.

The concomitant use of olanzapine with anti-Parkinsonian medj roducts in patients with
Parkinson's disease and dementia is not recommended (see sﬁl 4).

QTc interval
Caution should be used if olanzapine is being adminis oncomitantly with medicinal products
known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation O

Pregnancy Q

There are no adequate and well-controlled stidies in pregnant women. Patients should be advised to
notify their physician if they become nant or intend to become pregnant during treatment with
olanzapine. Nevertheless, because h perience is limited, olanzapine should be used in
pregnancy only if the potential be tifies the potential risk to the foetus.

Newborn infants exposed to a@c otics (including olanzapine) during the third trimester of
pregnancy are at risk of adye actions including extrapyramidal and/or withdrawal symptoms that
may vary in severity and n following delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, SO“&ICC, respiratory distress, or feeding disorder. Consequently, newborns
dargfu

should be monitored ly.

Breast-feeding \
eeding, healthy women, olanzapine was excreted in breast milk. Mean infant

Inastudy inb
exposure ( t steady state was estimated to be 1.8% of the maternal olanzapine dose (mg/kg).
Patientscs& d be advised not to breast-feed an infant if they are taking olanzapine.

Fertilit
E n fertility are unknown (see section 5.3 for preclinical information).

@ Effects on ability to drive and use machines
% o studies on the effects on the ability to drive and use machines have been performed. Because
olanzapine may cause somnolence and dizziness, patients should be cautioned about operating

machinery, including motor vehicles.

4.8 Undesirable effects
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Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the us§
S,

olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite,

akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic sion,
anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases

section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatasefhi amma
glutamyltransferase, high uric acid, high creatine phosphokinase and oedema. O

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigationssgbsewed from spontaneous
reporting and in clinical trials. Within each frequency grouping, adverse reaetion$ are presented in order
of decreasing seriousness. The frequency terms listed are defined as folloWs; Yery common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare ( ,000 to < 1/1,000), very
rare (< 1/10,000), not known (cannot be estimated from the available datay.

Very Common Uncommon @k Not known
common A
Blood and lymphatic system disorders ()

Eosinophilia Qv Y Thrombocytopenia'’
Leukopenia' O

Neutropenia'® ~
Immune system disorders \

| | Hypersgnsitivity'' |
Metabolism and nutrition disorders

Weight gain' | Elevated De% ent or Hypothermia'?
cholesterol levels®® | exacetbation of
Elevated glucose jabetes occasionall
levels® agsociated with
Elevated etoacidosis or coma,
triglyceride leyelss) | including some fatal
Glucosuria ]h cases (see section 4.4)
Increasedﬁ e | U
Nervous system disord
Somnolence Dizzj i Seizures where in most | Neuroleptic malignant
Ak@6 cases a history of syndrome (see
arkinSenism® seizures or risk factors | section 4.4)"?
kinesia® for seizures were
/ reported ™ Discontinuation
R Q, symptoms’” 12
N
’\(J Dystonia (including
b oculogyration) '
Tardive dyskinesia'’
N
Amnesia °
Dysarthria
Stuttering''
Restless legs
syndrome'

Cardiac disorders
| | Bradycardia | Ventricular
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QT prolongation (see
section 4.4)

tachycardia/fibrillation,
sudden death (see
section 4.4)"!

Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see
section 4.4)

L 4

Respiratory, thoracic and mediastinal disorders

N
X
_\)

| Epistaxis’

Gastrointestinal disorders

h

especially in early
treatment (see
section 4.4)

Mild, transient Abdominal distension’ | Pancreatitisy =
anticholinergic Salivary
effects including hypersecretion'' @
constipation and
dry mouth (

Hepatobiliary disorders )‘
Transient, epatitis (including
asymptomatic epatocellular,
elevations of Q " cholestatic or mixed
hepatic liver injury) "'
aminotransferases \O
(ALT, AST),

Skin and subcutaneous tissue disorde

Rash osensitivity Drug
rgaction Reaction
Alopecia with
Eosinophili
aand
Systemic
Symptoms
(DRESS)
olinective tissue disorders
| Rhabdomyolysis!!
Urinary incontinence,
urinary retention
Urinary hesitation'*
Pregnanc Vpuerperium and perinatal conditions
Drug
b withdrawal
@ syndrome
neonatal
N (see
section 4.6)
Reproductive system and breast disorders
Erectile Amenorrhea Priapism'?
dysfunction in Breast enlargement
males Galactorrhea in females
Decreased libido in | Gynaecomastia/breast
males and females | enlargement in males

General disorders and administration site conditions
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Asthenia
Fatigue
Oedema
Pyrexia'”

O

10

High uric acid "

S
S

Investigations (.
Elevated Increased alkaline Increased total bilirubin h\4
plasma phosphatase'” '\®
prolactin High creatine {\
levels® phosphokinase'!
High Gamma O
Glutamyltransferase

4

1 Clinically significant weight gain was observed across all baselinggBody Mass Index (BMI)
categories. Following short term treatment (median duration 47
body weight was very common (22.2 %), > 15 % was commo
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their

exposure (at least 48 weeks) were very common (64.4 %, 1%

? Mean increases in fasting lipid values (total cholest

weight gain > 7% of baseline
%) and > 25 % was uncommon
e body weight with long-term
nd 12.3 % respectively).

greater in patients without evidence of lipid dysre& at baseline.

3 Observed for fasting normal levels at baselin.
(= 6.2 mmol/l). Changes in total fasting cholgst
< 6.2 mmol/l) to high (> 6.2 mmol/l) were ommon.

*Observed for fasting normal levels

.17 mmol/l) which increased to high
levels from borderline at baseline (> 5.17 -

L cholesterol, and triglycerides) were

&gine (< 5.56 mmol/l) which increased to high (> 7 mmol/I).

&

Changes in fasting glucose from borderlipe at baseline (= 5.56 - <7 mmol/l) to high (= 7 mmol/l) were

very common.

> Observed for fasting normal % at baseline (< 1.69 mmol/l) which increased to high
n

(>2.26 mmol/l). Changes
< 2.26 mmol/l) to high

®In clinical trials, th
numerically hig
had a lower incide

haloperidol. I

tardive ext@
less tarcﬁv& k

r, but

g triglycerides from borderline at baseline (> 1.69 mmol/l -
mol/l) were very common.

ence of Parkinsonism and dystonia in olanzapine-treated patients was
t statistically significantly different from placebo. Olanzapine-treated patients
of Parkinsonism, akathisia and dystonia compared with titrated doses of

icJabsence of detailed information on the pre-existing history of individual acute and

when olanzapine is stopped abruptly.

P

midal movement disorders, it cannot be concluded at present that olanzapine produces
inesia and/or other tardive extrapyramidal syndromes.

ptoms such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been

ormal range in approximately 30% of olanzapine treated patients with normal baseline prolactin
alue. In the majority of these patients the elevations were generally mild, and remained below two

§ @clinical trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of
V

times the upper limit of normal range.

° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 A5 assessed by measured values from clinical trials in the Olanzapine Integrated Database.
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' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.

12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated @ €

upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database. @

Long-term exposure (at least 48 weeks) .\%
The proportion of patients who had adverse, clinically significant changes in weight gaw, g
total/LDL/HDL cholesterol or triglycerides increased over time. In adult patients
months of therapy, the rate of increase in mean blood glucose slowed after ap i

In clinical trials in elderly patients with dementia, olanzapine treatment was aSsociated with a higher
incidence of death and cerebrovascular adverse reactions compared to (see section 4.4). Very
common adverse reactions associated with the use of olanzapine in thi%nt group were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erfthema, visual hallucinations and
urinary incontinence were observed commonly. (

Additional information on special populations ;&/

In clinical trials in patients with drug-induced (dopamine ag psychosis associated with
Parkinson’s disease, worsening of Parkinsonian sympto nd hallucinations were reported
very commonly and more frequently than with placebo.

In one clinical trial in patients with bipolar mania, te combination therapy with olanzapine
resulted in an incidence of neutropenia of 4.1%; a poteftial contributing factor could be high plasma
valproate levels. Olanzapine administered wit ium or valproate resulted in increased levels
(210%) of tremor, dry mouth, increased appgtite,"and weight gain. Speech disorder was also reported
commonly. During treatment with olanzapine,in combination with lithium or divalproex, an increase
of > 7% from baseline body weight o ed in 17.4% of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment to 12 months) for recurrence prevention in patients with
bipolar disorder was associated wi increase of >7% from baseline body weight in 39.9% of

patients. ;

Paediatric population Q
Olanzapine is not indicatgdMas'the treatment of children and adolescent patients below 18 years.
Although no clinical studies designed to compare adolescents to adults have been conducted, data
from the adolescent '@« were compared to those of the adult trials.

The following t ummarises the adverse reactions reported with a greater frequency in adolescent
patients (aged years) than in adult patients or adverse reactions only identified during short-term
clinical tri olescent patients. Clinically significant weight gain (> 7%) appears to occur more
frequentl m adolescent population compared to adults with comparable exposures. The magnitude
of weight and the proportion of adolescent patients who had clinically significant weight gain

W %& r with long-term exposure (at least 24 weeks) than with short-term exposure.

each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
frequency terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< 1/10).

Metabolism and nutrition disorders
Very common: Weight gain'®, elevated triglyceride levels'®, increased appetite.
Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
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Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.

13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline

weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7. d>
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gaind\ ,55.3
% gained > 15 % and 29.1 % gained > 25% of their baseline body weight.

4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased gh

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at base 2].016 mmol/I -
< 1.467 mmol/l) to high (= 1.467 mmol/l). &

!5 Changes in total fasting cholesterol levels from normal at baseline (< 4. ol/1) to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting ch@rol levels from borderline
at baseline (> 4.39 - < 5.17 mmol/1) to high (> 5.17 mmol/l) were \( cofimon.
C

' Elevated plasma prolactin levels were reported in 47.4% of a@ nt patients.

Reporting of suspected adverse reactions < Q

Reporting suspected adverse reactions after authorisatio e fhedicinal product is important. It
allows continued monitoring of the benefit/risk balanc e medicinal product. Healthcare
professionals are asked to report any suspected advgr: ctions via the national reporting system
listed in Appendix V. \

4.9 Overdose

Signs and symptoms Q

Very common symptoms in overdose & .10% incidence) include tachycardia, agitation/aggressiveness,
dysarthria, various extrapyramidal S)@) s, and reduced level of consciousness ranging from

sedation to coma. 0

Other medically significant se e of overdose include delirium, convulsion, coma, possible
neuroleptic malignant syn wtespiratory depression, aspiration, hypertension or hypotension,
cardiac arrhythmias (< 29 d@rerdose cases) and cardiopulmonary arrest. Fatal outcomes have been
reported for acute over s as low as 450 mg but survival has also been reported following acute

overdose of approxh@r g of oral olanzapine.

Management
There is no sp antidote for olanzapine. Induction of emesis is not recommended. Standard

procedures agement of overdose may be indicated (i.e. gastric lavage, administration of
activated% coal). The concomitant administration of activated charcoal was shown to reduce the
oral bi(@ bility of olanzapine by 50 to 60%.

.
Sy, xatic treatment and monitoring of vital organ function should be instituted according to
cl presentation, including treatment of hypotension and circulatory collapse and support of
@iratory function. Do not use epinephrine, dopamine, or other sympathomimetic agents with beta-
onist 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines, ATC
code NO5SA HO3.

Pharmacodynamic effects b
Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a br(@
pharmacologic profile across a number of receptor systems.

. Q ,

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 n a%erotonin
5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D», D3, D4, Ds; cholinergic muscarinic recepie 1-M5; a;
adrenergic; and histamine H; receptors. Animal behavioural studies with olanzapin @ icated 5 HT,
dopamine, and cholinergic antagonism, consistent with the receptor-binding prefil&Olanzapine
demonstrated a greater in vitro affinity for serotonin 5 HT, than dopamine ptors and greater 5
HT, than D> activity in vivo models. Electrophysiological studies demons% at olanzapine

selectively reduced the firing of mesolimbic (A10) dopaminergic neurons; e having little effect on
the striatal (A9) pathways involved in motor function. Olanzapine redllaa conditioned avoidance
response, a test indicative of antipsychotic activity, at doses below those¥pfoducing catalepsy, an effect
indicative of motor side-effects. Unlike some other antipsychotic @ts, olanzapine increases

responding in an “anxiolytic” test. @

In a single oral dose (10 mg) Positron Emission Tomograph@' ) study in healthy volunteers,
olanzapine produced a higher 5 HT»a than dopamine D, owoccupancy. In addition, a Single
Photon Emission Computed Tomography (SPECT) i @[udy in schizophrenic patients revealed
that olanzapine-responsive patients had lower striagal cupancy than some other antipsychotic-
and risperidone-responsive patients, while being c&rable to clozapine-responsive patients.

Clinical efficacy
In two of two placebo and two of three co@or controlled trials with over 2,900 schizophrenic

patients presenting with both positive and ne@gtive symptoms, olanzapine was associated with
statistically significantly greater impr%nlents in negative as well as positive symptoms.

In a multinational, double-blind, ¢
disorders which included 1,4

tive study of schizophrenia, schizoaffective, and related
ielts with varying degrees of associated depressive symptoms
(baseline mean of 16.6 on the tgomery-Asberg Depression Rating Scale), a prospective secondary
analysis of baseline to endpgig od score change demonstrated a statistically significant
improvement (p= 0.001) fa @ ing olanzapine (-6.0) versus haloperidol (-3.1).

In patients with a m ixed episode of bipolar disorder, olanzapine demonstrated superior
efficacy to placebo andwgalproate semisodium (divalproex) in reduction of manic symptoms over 3
weeks. OlanzapNso demonstrated comparable efficacy results to haloperidol in terms of the
proportion of ts in symptomatic remission from mania and depression at 6 and 12 weeks. In a
co-therapy patients treated with lithium or valproate for a minimum of 2 weeks, the addition
of olanza 10 mg (co-therapy with lithium or valproate) resulted in a greater reduction in symptoms
of man'(t/ ithium or valproate monotherapy after 6 weeks.
.
In onth recurrence prevention study in manic episode patients who achieved remission on
ol ine and were then randomised to olanzapine or placebo, olanzapine demonstrated statistically
1ficant superiority over placebo on the primary endpoint of bipolar recurrence. Olanzapine also
wed a statistically significant advantage over placebo in terms of preventing either recurrence into
ania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved remission
with a combination of olanzapine and lithium and were then randomised to olanzapine or lithium
alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of bipolar
recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine plus a
mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or valproate was
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not statistically significantly superior to lithium or valproate alone in delaying bipolar recurrence,
defined according to syndromic (diagnostic) criteria.

Paediatric population b

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studles@
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involvin an
200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and ranging %

20 mg/day. During treatment with olanzapine, adolescents gained significantly more
with adults. The magnitude of changes in fasting total cholesterol, LDL cholesterol cerides, and
prolactin (see sections 4.4 and 4.8) were greater in adolescents than in adults. Ther no controlled
data on maintenance of effect or long term safety (see sections 4.4 and 4.8). I\@lon on long term
safety is primarily limited to open-label, uncontrolled data. &

compare

5.2 Pharmacokinetic properties 0

Olanzapine orodispersible tablet is bioequivalent to olanzapine coated &s, with a similar rate and
extent of absorption. Olanzapine orodispersible tablets may be used as an alternative to olanzapine

coated tablets. @

Absorption %

Olanzapine is well absorbed after oral administration, re ak plasma concentrations within 5 to
8 hours. The absorption is not affected by food. Absol bioavailability relative to intravenous
administration has not been determined. 6

Distribution
The plasma protein binding of olanzapine was @t 93 % over the concentration range of about 7 to
about 1000 ng/ml. Olanzapine is bound pre@antly to albumin and o.;-acid-glycoprotein.

Biotransformation
Olanzapine is metabolized in the liv
metabolite is the 10-N-glucuronid

y&njugaﬁve and oxidative pathways. The major circulating

i€h does not pass the blood brain barrier. Cytochromes P450-
CYP1A2 and P450-CYP2D6 ibute to the formation of the N-desmethyl and 2-hydroxymethyl
metabolites; both exhibited si%antly less in vivo pharmacological activity than olanzapine in
animal studies. The predo harmacologic activity is from the parent, olanzapine.

Elimination g
After oral administrat the mean terminal elimination half-life of olanzapine in healthy subjects
varied on the bagis of ag€ and gender.

In healthy el 6@5 and over) versus non-elderly subjects, the mean elimination half-life was
prolonggd éversus 33.8 hrs) and the clearance was reduced (17.5 versus 18.2 I/hr). The

pharma ic variability observed in the elderly is within the range for the non-elderly. In 44
patlgnt@ schizophrenia >65 years of age, dosing from 5 to 20 mg/day was not associated with any

di N ing profile of adverse events.

@ ale versus male subjects, the mean elimination half-life was somewhat prolonged (36.7 versus
hrs) and the clearance was reduced (18.9 versus 27.3 I/hr). However, olanzapine (5-20 mg)

@emonstrated a comparable safety profile in female (n = 467) as in male patients (n = 869).

Renal Impairment

In renally impaired patients (creatinine clearance <10 ml/min) versus healthy subjects, there was no
significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance (21.2 versus
25.0 I/hr). A mass balance study showed that approximately 57% of radiolabelled olanzapine appeared
in urine, principally as metabolites.

Hepatic impairment
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A small study of the effect of impaired liver function in 6 subjects with clinically significant (Childs

Pugh Classification A (n=5) and B (n = 1)) cirrhosis revealed little effect on the pharmacokinetics of

orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with mild to moderate he aﬁi
hGSis

dysfunction had slightly increased systemic clearance and faster elimination half-time compare
subjects with no hepatic dysfunction (n = 3). There were more smokers among subjects with
(4/6; 67 %) than among subjects with no hepatic dysfunction (0/3; 0 %). c

In non-smoking versus smoking subjects (males and females), the mean eliminatio -life was
prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus

Smoking @({

and in non-smokers versus smokers. However, the magnitude of the impa ge, gender, or smoking
on olanzapine clearance and half-life is small in comparison to the ove%ariability between
individuals.

The plasma clearance of olanzapine is lower in elderly versus young subjecE&emales versus males,

In a study of Caucasians, Japanese, and Chinese subjects, there @&o differences in the
pharmacokinetic parameters among the three populations. :

Paediatric population

Adolescents (ages 13 to 17 years): The pharmacokinet] anzaplne are similar between
adolescents and adults. In clinical studies, the ave zapine exposure was approximately 27%
higher in adolescents. Demographic differences betwegn the adolescents and adults include a lower
average body weight and fewer adolescents wergessmokers. Such factors possibly contribute to the
higher average exposure observed in adolesce

53 Preclinical safety data Q

Acute (single-dose) toxicity &
Signs of oral toxicity in rodents wi acteristic of potent neuroleptic compounds: hypoactivity,
coma, tremors, clonic convulig salivation, and depressed weight gain. The median lethal doses

were approximately 210 mg ice) and 175 mg/kg (rats). Dogs tolerated single oral doses up to
100 mg/kg without mortah@ ical signs included sedation, ataxia, tremors, increased heart rate,

labored respiration, mi anorexia. In monkeys, single oral doses up to 100 mg/kg resulted in
prostration and, at hlgheﬁ)ses semi-consciousness.

Repeated dose t t

In studies up to &nths duration in mice and up to 1 year in rats and dogs, the predominant effects
were CNS de n, anticholinergic effects, and peripheral haematological disorders. Tolerance
developed t S depression. Growth parameters were decreased at high doses. Reversible effects
consisten Qlevated prolactin in rats included decreased weights of ovaries and uterus and
morph changes in vaginal epithelium and in mammary gland.

H@m\loglc toxicity

Effects’ on haematology parameters were found in each species, including dose-related reductions in
@J ating leukocytes in mice and non-specific reductions of circulating leukocytes in rats; however,
evidence of bone marrow cytotoxicity was found. Reversible neutropenia, thrombocytopenia, or
naemia developed in a few dogs treated with 8 or 10 mg/kg/day (total olanzapine exposure [AUC] is
12- to 15-fold greater than that of a man given a 12 mg dose). In cytopenic dogs, there were no
adverse effects on progenitor and proliferating cells in the bone marrow.

Reproductive toxicity

Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats. Estrous
cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and reproduction
parameters were influenced in rats given 3 mg/kg (9 times the maximum human dose). In the offspring
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of rats given olanzapine, delays in foetal development and transient decreases in offspring activity
levels were seen.

Mutagenicity Q
Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which include@ ial

mutation tests and in vitro and in vivo mammalian tests.
. \Q ,

Carcinogenicity . (
Based on the results of studies in mice and rats, it was concluded that olanzapine is 6 cinogenic.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Microcrystalline cellulose
Carmellose calcium *

Mannitol (E421) @b

Sucralose {\
Magnesium stearate
Colloidal anhydrous silica O

6.2 Incompatibilities &

Not applicable. 0
6.3 Shelf life @

k
2 years @
O

6.4 Special precautions for storage
This medicinal product does not require any special st conditions.
6.5 Nature and contents of container \

Aluminium/aluminium blister strips in cartons @, 56 and 98 orodispersible tablets per carton

Not all pack sizes may be marketed. Q
s

6.6 Special precautions for disé’
No special requirements. 0

7. MARKETING { ORISATION HOLDER

Apotex Europe B.V.
Baarnsche Dijk 1
3741 LN Baarn\
The Netherlan%

8. @TING AUTHORISATION NUMBER(S)

EU/‘I% /008-009
E 635/017

S@ DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
1

0.06.2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 10 mg orodispersible tablets t

2. QUALITATIVE AND QUANTITATIVE COMPOSITION @
. Q,

Each orodispersible tablet contains 10 mg olanzapine. {\

For the full list of excipients, see section 6.1. QO

3. PHARMACEUTICAL FORM S’

Orodispersible tablet @

Yellow round flat faced radial edge tablets engraved ‘APO’ on one{side and ‘OL’ over ‘10’ on the

other side. @
4. CLINICAL PARTICULARS Q D

4.1 Therapeutic indications \O

Adults
Olanzapine is indicated for the treatment of sc hrenia.

Olanzapine is effective in maintaining the c@l improvement during continuation therapy in
patients who have shown an initial tre@t response.

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

@ as responded to olanzapine treatment, olanzapine is indicated for the
ftemts with bipolar disorder (see section 5.1).

In patients whose manic episo
prevention of recurrence in ja

4.2 Posology and hod of administration

Adults
Schizophrenia:

The recomme@arﬁng dose for olanzapine is 10 mg/day.
Manic epjs@

The staptingygose is 15 mg as a single daily dose in monotherapy or 10 mg daily in combination
thera section 5.1).

P ing recurrence in bipolar disorder:
@recommended starting dose is 10 mg/day. For patients who have been receiving olanzapine for
tment of manic episode, continue therapy for preventing recurrence at the same dose. If a new
anic, 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. An increase 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.
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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.

Olanzapine Apotex orodispersible tablet should be placed in the mouth, where it will rapidly dis @
in saliva, so it can be easily swallowed. Removal of the intact orodispersible tablet from the g ontf
difficult. Since the orodispersible tablet is fragile, it should be taken immediately on openipg the
blister. Alternatively, it may be dispersed in a full glass of water or other suitable beve %ange

juice, apple juice, milk or coffee) immediately before administration. {

Olanzapine orodispersible tablet is bioequivalent to olanzapine film-coated ta@nh a similar rate
and extent of absorption. It has the same dosage and frequency of administr% olanzapine film-
coated tablets. Olanzapine orodispersible tablets may be used as an alternati olanzapine film-
coated tablets.

Special populations {@

Elderly s@l
A lower starting dose (5 mg/day) is not routinely indicated b d be considered for those 65 and
over when clinical factors warrant (see section 4.4). Q

Renal and/or hepatic impairment Q
S;

A lower starting dose (5 mg) should be consideredyfo patients. In cases of moderate hepatic
insufficiency (cirrhosis, Child-Pugh Class A or B), t arting dose should be 5 mg and only
increased with caution. O

Smokers

The starting dose and dose range need not be%wputinely altered for non-smokers relative to smokers. The
metabolism of olanzapine may be inddgtd by smoking. Clinical monitoring is recommended and an
increase of olanzapine dose may be @ red if necessary (see section 4.5).

When more than one factor issra@/hich might result in slower metabolism (female gender,

geriatric age, non-smoking st consideration should be given to decreasing the starting dose.
Dose escalation, when indi ould be conservative in such patients.

In cases where dose inc&ents of 2.5 mg are considered necessary, Olanzapine Apotex film-coated
tablets should be use,

(oW

(See sections 4. 5.2).

S

Paediatric
L 4

n

/2

Olanza ot recommended for use in children and adolescents below 18 years of age due to a
lackeof\data on safety and efficacy. A greater magnitude of weight gain, lipid and prolactin alterations
haybedy reported in short term studies of adolescent patients than in studies of adult patients (see

sel s4.4,4.8,5.1and5.2).

@%@

Contraindications

§ Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Patients with known risk of narrow-angle glaucoma.

4.4 Special warnings and precautions for use

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.
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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.
In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean age 78 year
dementia-related psychosis and/or disturbed behaviours, there was a 2-fold increase in the inw of
death in olanzapine-treated patients compared to patients treated with placebo (3.5% vs. 1,59
respectively). The higher incidence of death was not associated with olanzapine dose ( ily dose
4.4 mg) or duration of treatment. Risk factors that may predispose this patient popula H& increased
mortality include age > 65 years, dysphagia, sedation, malnutrition and dehydratio onary

Od1d

conditions (e.g., pneumonia, with or without aspiration), or concomitant use of ben zepines.
However, the incidence of death was higher in olanzapine-treated than in pla -trgated patients
independent of these risk factors. &

In the same clinical trials, cerebrovascular adverse events (CVAE e.g., st@ransient ischemic
attack), including fatalities, were reported. There was a 3-fold increas VAE in patients treated
with olanzapine compared to patients treated with placebo (1.3% vs. 0.4% respectively). All
olanzapine- and placebo-treated patients who experienced a cerebrgvascular event had pre-existing
risk factors. Age > 75 years and vascular/mixed type dementia mentiﬁed as risk factors for
CVAE in association with olanzapine treatment. The efficac apine was not established in
these trials. i D

Parkinson's disease Q

The use of olanzapine in the treatment of dopaming a t associated psychosis in patients with
Parkinson's disease is not recommended. In clinical frals, worsening of Parkinsonian symptomatology
and hallucinations were reported very commonlysand more frequently than with placebo (see

section 4.8), and olanzapine was not more effe than placebo in the treatment of psychotic
symptoms. In these trials, patients were ini%required to be stable on the lowest effective dose of
anti- Parkinsonian medicinal products (dopathine agonist) and to remain on the same anti-
Parkinsonian medicinal products and dgSages throughout the study. Olanzapine was started at

2.5 mg/day and titrated to a maximul(oj mg/day based on investigator judgement.

Neuroleptic Malignant Syndromé
NMS is a potentially life-threa

ing condition associated with antipsychotic medicinal products. Rare
cases reported as NMS havgsa een received in association with olanzapine. Clinical manifestations
of NMS are hyperpyrexia & le rigidity, altered mental status, and evidence of autonomic instability
(irregular pulse or blood¥pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional
signs may include el dcreatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
failure. If a pati&fij: elOps signs and symptoms indicative of NMS, or presents with unexplained

QsD

high fever withoutadditional clinical manifestations of NMS, all antipsychotic medicines, including

olanzapine mLﬁb iscontinued.

Hyperglyciemid and diabetes
Hyper Mia and/or development or exacerbation of diabetes occasionally associated with
ket m or coma has been reported uncommonly, including some fatal cases (see section 4.8). In
) Oa&es, a prior increase in body weight has been reported which may be a predisposing factor.
A riate clinical monitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
@suring of blood glucose at baseline, 12 weeks after starting olanzapine treatment and annually
reafter. Patients treated with any antipsychotic medicines, including Olanzapine Apotex, should be
bserved for signs and symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) and patients with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored regularly for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseline, 4, 8 and 12 weeks after starting olanzapine treatment and quarterly thereafter.

Lipid alterations
Undesirable alterations in lipids have been observed in olanzapine-treated patients in placebo

controlled clinical trials (see section 4.8). Lipid alterations should be managed as clinically
appropriate, particularly in dyslipidemic patients and in patients with risk factors for the development
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of lipids disorders. Patients treated with any antipsychotic medicines, including Olanzapine Apotex,
should be monitored regularly for lipids in accordance with utilised antipsychotic guidelines, e.g. at
baseline, 12 weeks after starting olanzapine treatment and every 5 years thereafter. t

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clini Is
revealed a low incidence of related events. However, as clinical experience with olanzapi patients
with concomitant illness is limited, caution is advised when prescribing for patients w'q&static

hypertrophy, or paralytic ileus and related conditions. O

Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine trap§ferase (ALT), aspartate

transferase (AST) have been seen commonly, especially in early treatment. ion should be
exercised and follow-up organised in patients with elevated ALT and/or éﬂ patients with signs
and symptoms of hepatic impairment, in patients with pre-existing co s associated with limited
hepatic functional reserve, and in patients who are being treated with potefitially hepatotoxic
medicines. In cases where hepatitis (including hepatocellular, cholgstatic or mixed liver injury) has
been diagnosed, olanzapine treatment should be discontinued.

Neutropenia %

Caution should be exercised in patients with low leukoc@ neutrophil counts for any reason, in
patients receiving medicines known to cause neutropenia,ig patients with a history of drug-induced
bone marrow depression/toxicity, in patients with or@rrow depression caused by concomitant
illness, radiation therapy or chemotherapy and in [& s with hypereosinophilic conditions or with
myeloproliferative disease. Neutropenia has beengreported commonly when olanzapine and valproate
are used concomitantly (see section 4.8). 6

Discontinuation of treatment Q

Acute symptoms such as sweating, in ia, tremor, anxiety, nausea, or vomiting have been reported
rarely rarely (> 0.01% and < 0.1%) When“6lanzapine is stopped abruptly.

QT interval Q
In clinical trials, clinically me ul QTc prolongations (Fridericia QT correction [QTcF] > 500

milliseconds [msec] at any ti st baseline in patients with baseline QTcF < 500 msec) were
uncommon (0.1% to 1%) '@ients treated with olanzapine, with no significant differences in
associated cardiac event8igcompared to placebo. However, caution should be exercised when
olanzapine is prescri 1th medicines known to increase QTc interval, especially in the elderly, in
patients with congenitdddong QT syndrome, congestive heart failure, heart hypertrophy, hypokalaemia
or hypomagnesachaja.

octation of olanzapine treatment and venous thromboembolism has been reported

uncom >0.1% and < 1%). A causal relationship between the occurrence of venous

thr b@oolism and treatment with olanzapine has not been established. However, since patients

wi 0t&zophrenia often present with acquired risk factors for venous thromboembolism all possible
tors of VTE e.g. immobilisation of patients, should be identified and preventive measures

@ertaken.

eneral 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. As it exhibits in vitro dopamine antagonism,
olanzapine may antagonize the effects of direct and indirect dopamine agonists.

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
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patients when treated with olanzapine. In most of these cases, a history of seizures or risk factors for
seizures were reported.

Tardive Dyskinesia b

In comparator studies of one year or less duration, olanzapine was associated with a s‘catistica@e
significant lower incidence of treatment emergent dyskinesia. However the risk of tardive csia
increases with long term exposure, and therefore if signs or symptoms of tardive dyskim s%pear in
a patient on olanzapine, a dose reduction or discontinuation should be considered. Th ptoms
can temporally deteriorate or even arise after discontinuation of treatment.

Postural hypotension Q

Postural hypotension was infrequently observed in the elderly in olanzapine% I trials. It is
recommended that blood pressure is measured periodically in patients oveb

65 years.

Sudden cardiac death @

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

patients with olanzapine. In a retrospective observational coho , the risk of presumed sudden
cardiac death in patients treated with olanzapine was approxima twice the risk in patients not using
antipsychotics. In the study, the risk of olanzapine was com to the risk of atypical
antipsychotics included in a pooled analysis. Q

Paediatric population Q

Olanzapine is not indicated for use in the treatmenm ildren and adolescents. Studies in patients
aged 13-17 years showed various adverse reactigns, including weight gain, changes in metabolic
parameters and increases in prolactin levels (stions 4.8 and 5.1).

4.5 Interaction with other mediCin roducts and other forms of interaction

Interaction studies have only ?e@iormed in adults.

Potential interactions affectin zapine
Since olanzapine is metabo liscl by CYP1A2, substances that can specifically induce or inhibit this
isoenzyme may affect tHepharmacokinetics of olanzapine.

Induction of CYP1A2

The metabolism lanzapine may be induced by smoking and carbamazepine, which may lead to
reduced olanz@concentrations. Only slight to moderate increase in olanzapine clearance has been
observed. T, cal consequences are likely to be limited, but clinical monitoring is recommended
and an in@f olanzapine dose may be considered if necessary (see section 4.2).

Inhibjt CYP1A2
ine, a specific CYP1A2 inhibitor, has been shown to significantly inhibit the metabolism of
ine. The mean increase in olanzapine Cpax following fluvoxamine was 54 % in female non-
@ ers and 77 % in male smokers. The mean increase in olanzapine AUC was 52 % and 108 %
ectively. A lower starting dose of olanzapine should be considered in patients who are using
uvoxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A decrease in the dose of
olanzapine should be considered if treatment with an inhibitor of CYP1A2 is initiated.

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.
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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, 2C1

Thus no particular interaction is expected as verified through in vivo studies where no inhibit f
metabolism of the following active substances was found: tricyclic antidepressant (repm@ mostly
CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or diazepam (CYP3 A4 2C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden.o

Therapeutic monitoring of valproate plasma levels did not indicate that Valp% sage adjustment is
required after the introduction of concomitant olanzapine. 0

General CNS activity
Caution should be exercised in patients who consume alcohol or receive'fedicinal products that can
cause central nervous system depression. {

The concomitant use of olanzapine with anti-Parkinsonian m 1@4 products in patients with
Parkinson's disease and dementia is not recommended (see 4.4).

QTc interval
Caution should be used if olanzapine is being admi i concomitantly with medicinal products

known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation O

Pregnancy Q

There are no adequate and well-contrdbied studies in pregnant women. Patients should be advised to
notify their physician if they becomegbregfant or intend to become pregnant during treatment with

olanzapine. Nevertheless, because experience is limited, olanzapine should be used in
pregnancy only if the potentialb justifies the potential risk to the foetus.

Newborn infants exposed t ychotics (including olanzapine) during the third trimester of
pregnancy are at risk of reactions including extrapyramidal and/or withdrawal symptoms that
may vary in severity an%;ation following delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, s ence, respiratory distress, or feeding disorder. Consequently, newborns
should be monitored cas¢tully.

Bre:’:lst—feedingE D
In a study i -feeding, healthy women, olanzapine was excreted in breast milk. Mean infant

exposure /k8) at steady state was estimated to be 1.8% of the maternal olanzapine dose (mg/kg).
Patientt} 1d be advised not to breast-feed an infant if they are taking olanzapine.
.

Pl
E on fertility are unknown (see section 5.3 for preclinical information).

g . Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed. Because

olanzapine may cause somnolence and dizziness, patients should be cautioned about operating
machinery, including motor vehicles.

4.8 Undesirable effects
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Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the us§
S,

olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite,

akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic sion,
anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases

section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatasefhi amma
glutamyltransferase, high uric acid, high creatine phosphokinase and oedema. O

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigationssgbsewed from spontaneous
reporting and in clinical trials. Within each frequency grouping, adverse reaetion$ are presented in order
of decreasing seriousness. The frequency terms listed are defined as folloWs; Yery common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare ( ,000 to < 1/1,000), very
rare (< 1/10,000), not known (cannot be estimated from the available datay.

Very Common Uncommon @k Not known
common A
Blood and lymphatic system disorders ()

Eosinophilia Qv Y Thrombocytopenia'’
Leukopenia'”
Neutropenia'® ~ Q

Immune system disorders \
| | Hypersgnsitivity'' |

Metabolism and nutrition disorders .
De% ent or Hypothermia'?
xacetbation of

Weight gain' | Elevated
cholesterol levels*?
abetes occasionall
agsociated with

Elevated glucose
etoacidosis or coma,

levels?

Elevated

triglyceride leyelss) | including some fatal

Glucosuria ]h cases (see section 4.4)
e 11

Increasedﬁ

Nervous system disord

Somnolence Dizzj i Seizures where in most | Neuroleptic malignant
Ak@6 cases a history of syndrome (see

arkinSgnism® seizures or risk factors | section 4.4)"?
. \< r

kinesia® for seizures were Discontinuation
reported symptoms’ 12
’\(J Dystonia (including
b oculogyration) '
Tardive dyskinesia'’

Amnesia ’

N

Dysarthria

Stuttering''
Restless legs
syndrome'

Cardiac disorders
| | Bradycardia | Ventricular
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QT prolongation (see
section 4.4)

tachycardia/fibrillation,
sudden death (see
section 4.4)"!

Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see
section 4.4)

L 4

Respiratory, thoracic and mediastinal disorders

N
X
_\)

| Epistaxis’

Gastrointestinal disorders

h

especially in early
treatment (see
section 4.4)

Mild, transient Abdominal distension’ | Pancreatitisy =
anticholinergic Salivary
effects including hypersecretion'' @
constipation and
dry mouth (

Hepatobiliary disorders )‘
Transient, epatitis (including
asymptomatic epatocellular,
elevations of Q " cholestatic or mixed
hepatic liver injury) "'
aminotransferases \O
(ALT, AST),

Skin and subcutaneous tissue disorde

Rash osensitivity Drug
rgaction Reaction
Alopecia with
Eosinophili
aand
Systemic
Symptoms
(DRESS)
olinective tissue disorders
| Rhabdomyolysis!!
Urinary incontinence,
urinary retention
Urinary hesitation'*
Pregnanc Vpuerperium and perinatal conditions
Drug
b withdrawal
@ syndrome
neonatal
N (see
section 4.6)
Reproductive system and breast disorders
Erectile Amenorrhea Priapism'?
dysfunction in Breast enlargement
males Galactorrhea in females
Decreased libido in | Gynaecomastia/breast
males and females | enlargement in males

General disorders and administration site conditions
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Asthenia
Fatigue
Oedema
Pyrexia'”

O

10

High uric acid "

S
S

Investigations (.
Elevated Increased alkaline Increased total bilirubin h\4
plasma phosphatase'” '\®
prolactin High creatine {\
levels® phosphokinase'!
High Gamma O
Glutamyltransferase

4

1 Clinically significant weight gain was observed across all baselinggBody Mass Index (BMI)
categories. Following short term treatment (median duration 47
body weight was very common (22.2 %), > 15 % was commo
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their

exposure (at least 48 weeks) were very common (64.4 %, 1%

? Mean increases in fasting lipid values (total cholest

weight gain > 7% of baseline
%) and > 25 % was uncommon
e body weight with long-term
nd 12.3 % respectively).

greater in patients without evidence of lipid dysre& at baseline.

3 Observed for fasting normal levels at baselin.
(= 6.2 mmol/l). Changes in total fasting cholgst
< 6.2 mmol/l) to high (> 6.2 mmol/l) were ommon.

*Observed for fasting normal levels

.17 mmol/l) which increased to high
levels from borderline at baseline (> 5.17 -

L cholesterol, and triglycerides) were

&gine (< 5.56 mmol/l) which increased to high (> 7 mmol/I).

&

Changes in fasting glucose from borderlipe at baseline (= 5.56 - <7 mmol/l) to high (= 7 mmol/l) were

very common.

> Observed for fasting normal @ at baseline (< 1.69 mmol/l) which increased to high
n,

(>2.26 mmol/l). Changes
< 2.26 mmol/l) to high

®In clinical trials, th
numerically hig
had a lower incide

haloperidol. I

tardive ext@
less tarcﬁv& k

r, but

g triglycerides from borderline at baseline (> 1.69 mmol/l -
mol/l) were very common.

ence of Parkinsonism and dystonia in olanzapine-treated patients was
t statistically significantly different from placebo. Olanzapine-treated patients
of Parkinsonism, akathisia and dystonia compared with titrated doses of

icJabsence of detailed information on the pre-existing history of individual acute and

when olanzapine is stopped abruptly.

P

midal movement disorders, it cannot be concluded at present that olanzapine produces
inesia and/or other tardive extrapyramidal syndromes.

ptoms such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been

ormal range in approximately 30% of olanzapine treated patients with normal baseline prolactin
alue. In the majority of these patients the elevations were generally mild, and remained below two

§ @clinical trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of
V

times the upper limit of normal range.

° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 A5 assessed by measured values from clinical trials in the Olanzapine Integrated Database.
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' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.

12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated @ €

upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database. @

Long-term exposure (at least 48 weeks) .\%
The proportion of patients who had adverse, clinically significant changes in weight gaw, g
total/LDL/HDL cholesterol or triglycerides increased over time. In adult patients
months of therapy, the rate of increase in mean blood glucose slowed after ap i

In clinical trials in elderly patients with dementia, olanzapine treatment was aSsociated with a higher
incidence of death and cerebrovascular adverse reactions compared to (see section 4.4). Very
common adverse reactions associated with the use of olanzapine in thi%nt group were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erfthema, visual hallucinations and
urinary incontinence were observed commonly. (

Additional information on special populations ;&/

In clinical trials in patients with drug-induced (dopamine ag psychosis associated with
Parkinson’s disease, worsening of Parkinsonian sympto nd hallucinations were reported
very commonly and more frequently than with placebo.

In one clinical trial in patients with bipolar mania, te combination therapy with olanzapine
resulted in an incidence of neutropenia of 4.1%; a poteftial contributing factor could be high plasma
valproate levels. Olanzapine administered wit ium or valproate resulted in increased levels
(210%) of tremor, dry mouth, increased appgtite,and weight gain. Speech disorder was also reported
commonly. During treatment with olanzapine,in combination with lithium or divalproex, an increase
of > 7% from baseline body weight o ed in 17.4% of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment to 12 months) for recurrence prevention in patients with
bipolar disorder was associated wi increase of >7% from baseline body weight in 39.9% of

patients. ;

Paediatric population Q
Olanzapine is not indicatgdMas'the treatment of children and adolescent patients below 18 years.
Although no clinical studies designed to compare adolescents to adults have been conducted, data
from the adolescent '@« were compared to those of the adult trials.

The following t ummarises the adverse reactions reported with a greater frequency in adolescent
patients (aged years) than in adult patients or adverse reactions only identified during short-term
clinical tri olescent patients. Clinically significant weight gain (> 7%) appears to occur more
frequentl % adolescent population compared to adults with comparable exposures. The magnitude
of weight and the proportion of adolescent patients who had clinically significant weight gain

W %& r with long-term exposure (at least 24 weeks) than with short-term exposure.

each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
frequency terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< 1/10).

Metabolism and nutrition disorders
Very common: Weight gain'®, elevated triglyceride levels'®, increased appetite.
Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
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Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.

13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline

weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7. d>
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gaind\ ,55.3
% gained > 15 % and 29.1 % gained > 25% of their baseline body weight.

4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased gh

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at base 2].016 mmol/I -
< 1.467 mmol/l) to high (= 1.467 mmol/l). &

!5 Changes in total fasting cholesterol levels from normal at baseline (< 4. ol/1) to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting ch@rol levels from borderline
at baseline (> 4.39 - < 5.17 mmol/1) to high (> 5.17 mmol/l) were \(c mon.
C

' Elevated plasma prolactin levels were reported in 47.4% of a@ nt patients.

Reporting of suspected adverse reactions < Q

Reporting suspected adverse reactions after authorisatio e fhedicinal product is important. It
allows continued monitoring of the benefit/risk balanc e medicinal product. Healthcare
professionals are asked to report any suspected advgr: ctions via the national reporting system
listed in Appendix V. \

4.9 Overdose

Signs and symptoms Q

Very common symptoms in overdose & .10% incidence) include tachycardia, agitation/aggressiveness,
dysarthria, various extrapyramidal S)@) s, and reduced level of consciousness ranging from

sedation to coma. 0

Other medically significant se e of overdose include delirium, convulsion, coma, possible
neuroleptic malignant syn wtespiratory depression, aspiration, hypertension or hypotension,
cardiac arrhythmias (< 29 d@rerdose cases) and cardiopulmonary arrest. Fatal outcomes have been
reported for acute over s as low as 450 mg but survival has also been reported following acute

overdose of approxh@r g of oral olanzapine.

Management
There is no sp antidote for olanzapine. Induction of emesis is not recommended. Standard

procedures agement of overdose may be indicated (i.e. gastric lavage, administration of
activated% coal). The concomitant administration of activated charcoal was shown to reduce the
oral bi(@ bility of olanzapine by 50 to 60%.

.
Sy, xatic treatment and monitoring of vital organ function should be instituted according to
cl presentation, including treatment of hypotension and circulatory collapse and support of
@iratory function. Do not use epinephrine, dopamine, or other sympathomimetic agents with beta-
onist 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines, ATC
code NO5SA HO3.

Pharmacodynamic effects b
Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a br(@
pharmacologic profile across a number of receptor systems.

. Q ,

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 n a%erotonin
5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D», D3, D4, Ds; cholinergic muscarinic recepie 1-M5; a;
adrenergic; and histamine H; receptors. Animal behavioural studies with olanzapini @ icated 5 HT,
dopamine, and cholinergic antagonism, consistent with the receptor-binding prefil&Olanzapine
demonstrated a greater in vitro affinity for serotonin 5 HT, than dopamine ptors and greater 5
HT, than D> activity in vivo models. Electrophysiological studies demons% at olanzapine

selectively reduced the firing of mesolimbic (A10) dopaminergic neurons; e having little effect on
the striatal (A9) pathways involved in motor function. Olanzapine redllaa conditioned avoidance
response, a test indicative of antipsychotic activity, at doses below those¥pfoducing catalepsy, an effect
indicative of motor side-effects. Unlike some other antipsychotic @ts, olanzapine increases

responding in an “anxiolytic” test. @

In a single oral dose (10 mg) Positron Emission Tomograph@' ) study in healthy volunteers,
olanzapine produced a higher 5 HT»a than dopamine D, owoccupancy. In addition, a Single
Photon Emission Computed Tomography (SPECT) i @[udy in schizophrenic patients revealed
that olanzapine-responsive patients had lower striagal cupancy than some other antipsychotic-
and risperidone-responsive patients, while being c&rable to clozapine-responsive patients.

Clinical efficacy
In two of two placebo and two of three co@or controlled trials with over 2,900 schizophrenic

patients presenting with both positive and ne@gtive symptoms, olanzapine was associated with
statistically significantly greater impr%nlents in negative as well as positive symptoms.

In a multinational, double-blind, ¢
disorders which included 1,4

tive study of schizophrenia, schizoaffective, and related
ielts with varying degrees of associated depressive symptoms
(baseline mean of 16.6 on the tgomery-Asberg Depression Rating Scale), a prospective secondary
analysis of baseline to endpgig od score change demonstrated a statistically significant
improvement (p= 0.001) fa @ ing olanzapine (-6.0) versus haloperidol (-3.1).

In patients with a m ixed episode of bipolar disorder, olanzapine demonstrated superior
efficacy to placebo andwgalproate semisodium (divalproex) in reduction of manic symptoms over 3
weeks. OlanzapNso demonstrated comparable efficacy results to haloperidol in terms of the
proportion of ts in symptomatic remission from mania and depression at 6 and 12 weeks. In a
co-therapy patients treated with lithium or valproate for a minimum of 2 weeks, the addition
of olanza 10 mg (co-therapy with lithium or valproate) resulted in a greater reduction in symptoms
of man'(t/ ithium or valproate monotherapy after 6 weeks.
.
In onth recurrence prevention study in manic episode patients who achieved remission on
ol ine and were then randomised to olanzapine or placebo, olanzapine demonstrated statistically
1ficant superiority over placebo on the primary endpoint of bipolar recurrence. Olanzapine also
wed a statistically significant advantage over placebo in terms of preventing either recurrence into
ania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved remission
with a combination of olanzapine and lithium and were then randomised to olanzapine or lithium
alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of bipolar
recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine plus a
mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or valproate was
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not statistically significantly superior to lithium or valproate alone in delaying bipolar recurrence,
defined according to syndromic (diagnostic) criteria.

Paediatric population b

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studies@
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involvin an
200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and ranging

20 mg/day. During treatment with olanzapine, adolescents gained significantly more % compared
with adults. The magnitude of changes in fasting total cholesterol, LDL cholesterol
prolactin (see sections 4.4 and 4.8) were greater in adolescents than in adults. Ther

cerides, and
no controlled

data on maintenance of effect or long term safety (see sections 4.4 and 4.8). | 1on on long term
safety is primarily limited to open-label, uncontrolled data. &
5.2 Pharmacokinetic properties 0

Olanzapine orodispersible tablet is bioequivalent to olanzapine coated tabiets, with a similar rate and
extent of absorption. Olanzapine orodispersible tablets may be used as an alternative to olanzapine

coated tablets. @

Absorption
Olanzapine is well absorbed after oral administration, reafii ak plasma concentrations within 5 to

8 hours. The absorption is not affected by food. Absol | bioavailability relative to intravenous
administration has not been determined. \
Distribution

The plasma protein binding of olanzapine was @t 93 % over the concentration range of about 7 to
about 1000 ng/ml. Olanzapine is bound pre@antly to albumin and o.;-acid-glycoprotein.

Biotransformation
Olanzapine is metabolized in the liv
metabolite is the 10-N-glucuronid

y&njugaﬁve and oxidative pathways. The major circulating
i€h does not pass the blood brain barrier. Cytochromes P450-
CYP1A2 and P450-CYP2D6 ibute to the formation of the N-desmethyl and 2-hydroxymethyl
metabolites; both exhibited si%antly less in vivo pharmacological activity than olanzapine in
i harmacologic activity is from the parent, olanzapine.

animal studies. The predorb

Elimination

After oral administrt e mean terminal elimination half-life of olanzapine in healthy subjects
f d gL

varied on the bagis o and gender.
In healthy elde and over) versus non-elderly subjects, the mean elimination half-life was
prolonged (51°¢ us 33.8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The

pharmaco% variability observed in the elderly is within the range for the non-elderly. In 44
patients witlhgchizophrenia >65 years of age, dosing from 5 to 20 mg/day was not associated with any
disti’ng 1shitg profile of adverse events.

In@& versus male subjects, the mean elimination half-life was somewhat prolonged (36.7 versus
8ulits) and the clearance was reduced (18.9 versus 27.3 1/hr). However, olanzapine (5-20 mg)
e

§ @mstrated a comparable safety profile in female (n = 467) as in male patients (n = 869).

Renal Impairment

In renally impaired patients (creatinine clearance <10 ml/min) versus healthy subjects, there was no
significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance (21.2 versus
25.0 I/hr). A mass balance study showed that approximately 57% of radiolabelled olanzapine appeared
in urine, principally as metabolites.

Hepatic impairment
A small study of the effect of impaired liver function in 6 subjects with clinically significant (Childs
Pugh Classification A (n = 5) and B (n = 1)) cirrhosis revealed little effect on the pharmacokinetics of
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orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with mild to moderate hepatic
dysfunction had slightly increased systemic clearance and faster elimination half-time compared to
subjects with no hepatic dysfunction (n = 3). There were more smokers among subjects with cirfhosis
(4/6; 67 %) than among subjects with no hepatic dysfunction (0/3; 0 %).

Smoking . k%@

In non-smoking versus smoking subjects (males and females), the mean elimination h was
prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27.7 lb
es versus males,

The plasma clearance of olanzapine is lower in elderly versus young subjects,%

and in non-smokers versus smokers. However, the magnitude of the impact @f’ag® gender, or smoking
on olanzapine clearance and half-life is small in comparison to the overall vagidbility between
individuals.

In a study of Caucasians, Japanese, and Chinese subjects, there were no differences in the
pharmacokinetic parameters among the three populations.

Paediatric population

Adolescents (ages 13 to 17 years): The pharmacokinetics ofpine are similar between
adolescents and adults. In clinical studies, the average ol ing’exposure was approximately 27%
higher in adolescents. Demographic differences betweg @dolescents and adults include a lower
average body weight and fewer adolescents were Such factors possibly contribute to the
higher average exposure observed in adolescents. K

53 Preclinical safety data O

Acute (single-dose) toxicity Q

Signs of oral toxicity in rodents were Wteris‘cic of potent neuroleptic compounds: hypoactivity,
coma, tremors, clonic convulsions, safivation, and depressed weight gain. The median lethal doses
were approximately 210 mg/kg (mi d 175 mg/kg (rats). Dogs tolerated single oral doses up to
100 mg/kg without mortality. Clinical’signs included sedation, ataxia, tremors, increased heart rate,
labored respiration, miosis, a rexia. In monkeys, single oral doses up to 100 mg/kg resulted in
prostration and, at higher d. mi-consciousness.

Repeated dose toxicity

In studies up to 3 mo uration in mice and up to 1 year in rats and dogs, the predominant effects
were CNS depression, aticholinergic effects, and peripheral haematological disorders. Tolerance
developed to chNS depression. Growth parameters were decreased at high doses. Reversible effects
consistent wit ated prolactin in rats included decreased weights of ovaries and uterus and
morpholog@ es in vaginal epithelium and in mammary gland.

Haematelogic toxicity

Effects aematology parameters were found in each species, including dose-related reductions in
cirgulating leukocytes in mice and non-specific reductions of circulating leukocytes in rats; however,
n ence of bone marrow cytotoxicity was found. Reversible neutropenia, thrombocytopenia, or
mia developed in a few dogs treated with 8 or 10 mg/kg/day (total olanzapine exposure [AUC] is

~to 15-fold greater than that of a man given a 12 mg dose). In cytopenic dogs, there were no
dverse effects on progenitor and proliferating cells in the bone marrow.

Reproductive toxicity

Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats. Estrous
cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and reproduction
parameters were influenced in rats given 3 mg/kg (9 times the maximum human dose). In the offspring
of rats given olanzapine, delays in foetal development and transient decreases in offspring activity
levels were seen.
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Mutagenicity
Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included bacterial

mutation tests and in vitro and in vivo mammalian tests. t
r@lic.

Carcinogenicity

Based on the results of studies in mice and rats, it was concluded that olanzapine is not ca%

6. PHARMACEUTICAL PARTICULARS é
6.1 List of excipients Q
Mannitol (E421) &J
Microcrystalline cellulose 0
Carmellose calcium @

Sucralose

Magnesium stearate
Colloidal anhydrous silica

6.2 Incompatibilities Q

Not applicable. O
6.3  Shelf life \

2 years

6.4 Special precautions for storage Q

This medicinal product does not reqt@ special storage conditions.

6.5 Nature and contentszf Q@iner

Aluminium/aluminium blisé s in cartons of 28, 56 and 98 orodispersible tablets per carton

Not all pack sizes may %arketed.

6.6 Special qa ns for disposal
No special req@ nts.

*
7. @%TING AUTHORISATION HOLDER
&

A Nurope B.V.
B he Dijk 1
LN Baarn

S ¢ Netherlands
8. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/010-011
EU/1/10/635/018

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

96



10.06.2010
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Detailed information on this medicinal product is available on the website of the Europea
Agency http://www.ema.europa.eu.

97



1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 15 mg orodispersible tablets t

2. QUALITATIVE AND QUANTITATIVE COMPOSITION @
. Q,

Each orodispersible tablet contains 15 mg olanzapine. {\

For the full list of excipients, see section 6.1. QO

3. PHARMACEUTICAL FORM S’

Orodispersible tablet @

Yellow round flat faced radial edge tablets engraved ‘APO’ on onefside and ‘OL’ over ‘15’ on the

other side. @
4. CLINICAL PARTICULARS Q D

4.1 Therapeutic indications \O

Adults
Olanzapine is indicated for the treatment of sc hrenia.

Olanzapine is effective in maintaining the c@l improvement during continuation therapy in
patients who have shown an initial tre@t response.

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

@ as responded to olanzapine treatment, olanzapine is indicated for the
ftemts with bipolar disorder (see section 5.1).

In patients whose manic episo
prevention of recurrence in ja

4.2 Posology and hod of administration

Adults
Schizophrenia:

The recomme@arﬁng dose for olanzapine is 10 mg/day.
Manic epjs@

The staptingygose is 15 mg as a single daily dose in monotherapy or 10 mg daily in combination
thera section 5.1).

P ing recurrence in bipolar disorder:
@recommended starting dose is 10 mg/day. For patients who have been receiving olanzapine for
tment of manic episode, continue therapy for preventing recurrence at the same dose. If a new
anic, 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. An increase 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.
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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.

Olanzapine Apotex orodispersible tablet should be placed in the mouth, where it will rapidly dis @
in saliva, so it can be easily swallowed. Removal of the intact orodispersible tablet from the g ontf
difficult. Since the orodispersible tablet is fragile, it should be taken immediately on openipg the
blister. Alternatively, it may be dispersed in a full glass of water or other suitable beve %ange

juice, apple juice, milk or coffee) immediately before administration. {

Olanzapine orodispersible tablet is bioequivalent to olanzapine film-coated ta@nh a similar rate
and extent of absorption. It has the same dosage and frequency of administr% olanzapine film-
coated tablets. Olanzapine orodispersible tablets may be used as an alternati olanzapine film-
coated tablets.

Special populations {@

Elderly s@l
A lower starting dose (5 mg/day) is not routinely indicated b d be considered for those 65 and
over when clinical factors warrant (see section 4.4). Q

Renal and/or hepatic impairment Q
S;

A lower starting dose (5 mg) should be consideredyfo patients. In cases of moderate hepatic
insufficiency (cirrhosis, Child-Pugh Class A or B), t arting dose should be 5 mg and only
increased with caution. O

Smokers

The starting dose and dose range need not be%wputinely altered for non-smokers relative to smokers. The
metabolism of olanzapine may be inddgtd by smoking. Clinical monitoring is recommended and an
increase of olanzapine dose may be @ red if necessary (see section 4.5).

When more than one factor issra@/hich might result in slower metabolism (female gender,

geriatric age, non-smoking st consideration should be given to decreasing the starting dose.
Dose escalation, when indi ould be conservative in such patients.

In cases where dose inc&ents of 2.5 mg are considered necessary, Olanzapine Apotex film-coated
tablets should be use,

(oW

(See sections 4. 5.2).

S

Paediatric
L 4

n

/2

Olanza ot recommended for use in children and adolescents below 18 years of age due to a
lackeof\data on safety and efficacy. A greater magnitude of weight gain, lipid and prolactin alterations
haybedy reported in short term studies of adolescent patients than in studies of adult patients (see

sel s4.4,4.8,5.1and5.2).

@%@

Contraindications

§ Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Patients with known risk of narrow-angle glaucoma.

4.4 Special warnings and precautions for use

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.
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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.
In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean age 78 year
dementia-related psychosis and/or disturbed behaviours, there was a 2-fold increase in the inw of
death in olanzapine-treated patients compared to patients treated with placebo (3.5% vs. 1,59
respectively). The higher incidence of death was not associated with olanzapine dose ( ily dose
4.4 mg) or duration of treatment. Risk factors that may predispose this patient popula H& increased
mortality include age > 65 years, dysphagia, sedation, malnutrition and dehydratio onary

Od1d

conditions (e.g., pneumonia, with or without aspiration), or concomitant use of ben zepines.
However, the incidence of death was higher in olanzapine-treated than in pla -trgated patients
independent of these risk factors. &

In the same clinical trials, cerebrovascular adverse events (CVAE e.g., st@ransient ischemic
attack), including fatalities, were reported. There was a 3-fold increas VAE in patients treated
with olanzapine compared to patients treated with placebo (1.3% vs. 0.4% respectively). All
olanzapine- and placebo-treated patients who experienced a cerebrgvascular event had pre-existing
risk factors. Age > 75 years and vascular/mixed type dementia mentiﬁed as risk factors for
CVAE in association with olanzapine treatment. The efficac apine was not established in
these trials. i D

Parkinson's disease Q

The use of olanzapine in the treatment of dopaming a t associated psychosis in patients with
Parkinson's disease is not recommended. In clinical frals, worsening of Parkinsonian symptomatology
and hallucinations were reported very commonlysand more frequently than with placebo (see

section 4.8), and olanzapine was not more effe than placebo in the treatment of psychotic
symptoms. In these trials, patients were ini%required to be stable on the lowest effective dose of
anti- Parkinsonian medicinal products (dopathine agonist) and to remain on the same anti-
Parkinsonian medicinal products and dgSages throughout the study. Olanzapine was started at

2.5 mg/day and titrated to a maximul(oj mg/day based on investigator judgement.

Neuroleptic Malignant Syndromé
NMS is a potentially life-threa

ing condition associated with antipsychotic medicinal products. Rare
cases reported as NMS havgsa een received in association with olanzapine. Clinical manifestations
of NMS are hyperpyrexia & le rigidity, altered mental status, and evidence of autonomic instability
(irregular pulse or blood¥pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional
signs may include el dcreatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
failure. If a pati&fij: elOps signs and symptoms indicative of NMS, or presents with unexplained

QsD

high fever withoutadditional clinical manifestations of NMS, all antipsychotic medicines, including

olanzapine mLﬁb iscontinued.

Hyperglyciemid and diabetes
Hyper Mia and/or development or exacerbation of diabetes occasionally associated with
ket m or coma has been reported uncommonly, including some fatal cases (see section 4.8). In
) Oa&es, a prior increase in body weight has been reported which may be a predisposing factor.
A riate clinical monitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
@suring of blood glucose at baseline, 12 weeks after starting olanzapine treatment and annually
reafter. Patients treated with any antipsychotic medicines, including Olanzapine Apotex, should be
bserved for signs and symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) and patients with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored regularly for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseline, 4, 8 and 12 weeks after starting olanzapine treatment and quarterly thereafter.

Lipid alterations
Undesirable alterations in lipids have been observed in olanzapine-treated patients in placebo

controlled clinical trials (see section 4.8). Lipid alterations should be managed as clinically
appropriate, particularly in dyslipidemic patients and in patients with risk factors for the development
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of lipids disorders. Patients treated with any antipsychotic medicines, including Olanzapine Apotex,
should be monitored regularly for lipids in accordance with utilised antipsychotic guidelines, e.g. at
baseline, 12 weeks after starting olanzapine treatment and every 5 years thereafter. t

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clini Is
revealed a low incidence of related events. However, as clinical experience with olanzapi patients
with concomitant illness is limited, caution is advised when prescribing for patients w'q&static

hypertrophy, or paralytic ileus and related conditions. O

Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine tr%a e (ALT), aspartate
u

transferase (AST) have been seen commonly,especially in early treatment. #6n should be
exercised and follow-up organised in patients with elevated ALT and/or patients with signs
and symptoms of hepatic impairment, in patients with pre-existing co s associated with limited

hepatic functional reserve, and in patients who are being treated with potefitially hepatotoxic
medicines. In cases where hepatitis (including hepatocellular, cholestatic or mixed liver injury) has
been diagnosed, olanzapine treatment should be discontinued.

Neutropenia %

Caution should be exercised in patients with low leukoc@ neutrophil counts for any reason, in
patients receiving medicines known to cause neutropenia, g patients with a history of drug-induced
bone marrow depression/toxicity, in patients with or@rrow depression caused by concomitant
illness, radiation therapy or chemotherapy and in [& s with hypereosinophilic conditions or with
myeloproliferative disease. Neutropenia has begngreported commonly when olanzapine and valproate
are used concomitantly (see section 4.8). 6

Discontinuation of treatment Q

Acute symptoms such as sweating, in ia, tremor, anxiety, nausea, or vomiting have been reported
rarely rarely (> 0.01% and < 0.1%) When“6lanzapine is stopped abruptly.

QT interval Q
In clinical trials, clinically me ul QTc prolongations (Fridericia QT correction [QTcF] > 500

milliseconds [msec] at any ti st baseline in patients with baseline QTcF < 500 msec) were
uncommon (0.1% to 1%) '@ients treated with olanzapine, with no significant differences in
associated cardiac event8igcompared to placebo. However, caution should be exercised when
olanzapine is prescri 1th medicines known to increase QTc interval, especially in the elderly, in
patients with congenitdddong QT syndrome, congestive heart failure, heart hypertrophy, hypokalaemia
or hypomagnesachaja.

octation of olanzapine treatment and venous thromboembolism has been reported

uncom >0.1% and < 1%). A causal relationship between the occurrence of venous

thr b@oolism and treatment with olanzapine has not been established. However, since patients

wi 0t&zophrenia often present with acquired risk factors for venous thromboembolism all possible
tors of VTE e.g. immobilisation of patients, should be identified and preventive measures

@ertaken.

eneral 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. As it exhibits in vitro dopamine antagonism,
olanzapine may antagonize the effects of direct and indirect dopamine agonists.

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
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patients when treated with olanzapine. In most of these cases, a history of seizures or risk factors for
seizures were reported.

Tardive Dyskinesia b

In comparator studies of one year or less duration, olanzapine was associated with a s‘catistica@e
significant lower incidence of treatment emergent dyskinesia. However the risk of tardive csia
increases with long term exposure, and therefore if signs or symptoms of tardive dyskim s%pear in
a patient on olanzapine, a dose reduction or discontinuation should be considered. Th ptoms
can temporally deteriorate or even arise after discontinuation of treatment.

Postural hypotension Q

Postural hypotension was infrequently observed in the elderly in olanzapine% I trials. It is
recommended that blood pressure is measured periodically in patients oveb

65 years.

Sudden cardiac death @

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

patients with olanzapine. In a retrospective observational coho , the risk of presumed sudden
cardiac death in patients treated with olanzapine was approxima twice the risk in patients not using
antipsychotics. In the study, the risk of olanzapine was com to the risk of atypical
antipsychotics included in a pooled analysis. Q

Paediatric population Q

Olanzapine is not indicated for use in the treatmenm ildren and adolescents. Studies in patients
aged 13-17 years showed various adverse reactigns, including weight gain, changes in metabolic
parameters and increases in prolactin levels (stions 4.8 and 5.1).

4.5 Interaction with other mediCin roducts and other forms of interaction

Interaction studies have only ?e@iormed in adults.

Potential interactions affectin zapine
Since olanzapine is metabo liscl by CYP1A2, substances that can specifically induce or inhibit this
isoenzyme may affect tHepharmacokinetics of olanzapine.

Induction of CYP1A2

The metabolism lanzapine may be induced by smoking and carbamazepine, which may lead to
reduced olanz@concentrations. Only slight to moderate increase in olanzapine clearance has been
observed. T, cal consequences are likely to be limited, but clinical monitoring is recommended
and an in@f olanzapine dose may be considered if necessary (see section 4.2).

Inhibjt CYP1A2
ine, a specific CYP1A2 inhibitor, has been shown to significantly inhibit the metabolism of
ine. The mean increase in olanzapine Cpax following fluvoxamine was 54 % in female non-
@ ers and 77 % in male smokers. The mean increase in olanzapine AUC was 52 % and 108 %
ectively. A lower starting dose of olanzapine should be considered in patients who are using
uvoxamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A decrease in the dose of
olanzapine should be considered if treatment with an inhibitor of CYP1A2 is initiated.

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.
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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, 2C1

Thus no particular interaction is expected as verified through in vivo studies where no inhibit f
metabolism of the following active substances was found: tricyclic antidepressant (repm@g mostly
CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or diazepam (CYP3 A4 2C19).

Olanzapine showed no interaction when co-administered with lithium or biperiden.o

Therapeutic monitoring of valproate plasma levels did not indicate that Valp% sage adjustment is
required after the introduction of concomitant olanzapine. 0

General CNS activity
Caution should be exercised in patients who consume alcohol or receive'fedicinal products that can
cause central nervous system depression. {

The concomitant use of olanzapine with anti-Parkinsonian m 1@4 products in patients with
Parkinson's disease and dementia is not recommended (see 4.4).

QTc interval
Caution should be used if olanzapine is being admi i concomitantly with medicinal products

known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation O

Pregnancy Q

There are no adequate and well-contrdbied studies in pregnant women. Patients should be advised to
notify their physician if they becomegbregfant or intend to become pregnant during treatment with

olanzapine. Nevertheless, because experience is limited, olanzapine should be used in
pregnancy only if the potentialb justifies the potential risk to the foetus.

Newborn infants exposed t ychotics (including olanzapine) during the third trimester of
pregnancy are at risk of reactions including extrapyramidal and/or withdrawal symptoms that
may vary in severity an%;ation following delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, s ence, respiratory distress, or feeding disorder. Consequently, newborns
should be monitored cas¢tully.

Bre:’:lst—feedingE D
In a study i -feeding, healthy women, olanzapine was excreted in breast milk. Mean infant

exposure /k8) at steady state was estimated to be 1.8% of the maternal olanzapine dose (mg/kg).
Patientt} 1d be advised not to breast-feed an infant if they are taking olanzapine.
.

Pl
E on fertility are unknown (see section 5.3 for preclinical information).

g . Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed. Because

olanzapine may cause somnolence and dizziness, patients should be cautioned about operating
machinery, including motor vehicles.

4.8 Undesirable effects
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Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the us§
S,

olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite,

akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic sion,
anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases

section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatasefhi amma
glutamyltransferase, high uric acid, high creatine phosphokinase and oedema. O

Tabulated list of adverse reactions

The following table lists the adverse reactions and laboratory investigationssgbsewed from spontaneous
reporting and in clinical trials. Within each frequency grouping, adverse reaetion$ are presented in order
of decreasing seriousness. The frequency terms listed are defined as folloWs; Yery common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare ( ,000 to < 1/1,000), very
rare (< 1/10,000), not known (cannot be estimated from the available datay.

Very Common Uncommon @k Not known
common A
Blood and lymphatic system disorders ()

Eosinophilia Qv Y Thrombocytopenia'’
Leukopenia'”
Neutropenia'® ~ Q

Immune system disorders \
| | Hypersgnsitivity'' |

Metabolism and nutrition disorders .
De% ent or Hypothermia'?
xacetbation of

Weight gain' | Elevated
cholesterol levels*?
abetes occasionall
agsociated with

Elevated glucose
etoacidosis or coma,

levels?

Elevated

triglyceride leyelss) | including some fatal

Glucosuria ]h cases (see section 4.4)
e 11

Increasedﬁ

Nervous system disord

Somnolence Dizzj i Seizures where in most | Neuroleptic malignant
Ak@6 cases a history of syndrome (see

arkinSgnism® seizures or risk factors | section 4.4)"?
. \< r

kinesia® for seizures were Discontinuation
reported symptoms’ 12
’\(J Dystonia (including
b oculogyration) '
Tardive dyskinesia'’

Amnesia ’

N

Dysarthria

Stuttering''
Restless legs
syndrome'

Cardiac disorders
| | Bradycardia | Ventricular
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QT prolongation (see
section 4.4)

tachycardia/fibrillation,
sudden death (see
section 4.4)"!

Vascular disorders

Orthostatic
hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see
section 4.4)

L 4

Respiratory, thoracic and mediastinal disorders

N
X
_\)

| Epistaxis’

Gastrointestinal disorders

h

especially in early
treatment (see
section 4.4)

Mild, transient Abdominal distension’ | Pancreatitisy =
anticholinergic Salivary
effects including hypersecretion'' @
constipation and
dry mouth (

Hepatobiliary disorders )‘
Transient, epatitis (including
asymptomatic epatocellular,
elevations of Q " cholestatic or mixed
hepatic liver injury) "'
aminotransferases \O
(ALT, AST),

Skin and subcutaneous tissue disorde

Rash osensitivity Drug
rgaction Reaction
Alopecia with
Eosinophili
aand
Systemic
Symptoms
(DRESS)
olinective tissue disorders
| Rhabdomyolysis!!
Urinary incontinence,
urinary retention
Urinary hesitation'*
Pregnanc Vpuerperium and perinatal conditions
Drug
b withdrawal
@ syndrome
neonatal
N (see
section 4.6)
Reproductive system and breast disorders
Erectile Amenorrhea Priapism'?
dysfunction in Breast enlargement
males Galactorrhea in females
Decreased libido in | Gynaecomastia/breast
males and females | enlargement in males

General disorders and administration site conditions
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Asthenia
Fatigue
Oedema
Pyrexia'”

O

10

High uric acid "

S
S

Investigations (.
Elevated Increased alkaline Increased total bilirubin h\4
plasma phosphatase'” '\®
prolactin High creatine {\
levels® phosphokinase'!
High Gamma O
Glutamyltransferase

4

1 Clinically significant weight gain was observed across all baselinggBody Mass Index (BMI)
categories. Following short term treatment (median duration 47
body weight was very common (22.2 %), > 15 % was commo
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their

exposure (at least 48 weeks) were very common (64.4 %, 1%

? Mean increases in fasting lipid values (total cholest

weight gain > 7% of baseline
%) and > 25 % was uncommon
e body weight with long-term
nd 12.3 % respectively).

greater in patients without evidence of lipid dysre& at baseline.

3 Observed for fasting normal levels at baselin.
(= 6.2 mmol/l). Changes in total fasting cholgst
< 6.2 mmol/l) to high (> 6.2 mmol/l) were ommon.

*Observed for fasting normal levels

.17 mmol/l) which increased to high
levels from borderline at baseline (> 5.17 -

L cholesterol, and triglycerides) were

&gine (< 5.56 mmol/l) which increased to high (> 7 mmol/I).

&

Changes in fasting glucose from borderlipe at baseline (= 5.56 - <7 mmol/l) to high (= 7 mmol/l) were

very common.

> Observed for fasting normal % at baseline (< 1.69 mmol/l) which increased to high
n

(>2.26 mmol/l). Changes
< 2.26 mmol/l) to high

®In clinical trials, th
numerically hig
had a lower incide

haloperidol. I

tardive ext@
less tarcﬁv& k

r, but

g triglycerides from borderline at baseline (> 1.69 mmol/l -
mol/l) were very common.

ence of Parkinsonism and dystonia in olanzapine-treated patients was
t statistically significantly different from placebo. Olanzapine-treated patients
of Parkinsonism, akathisia and dystonia compared with titrated doses of

icJabsence of detailed information on the pre-existing history of individual acute and

when olanzapine is stopped abruptly.

P

midal movement disorders, it cannot be concluded at present that olanzapine produces
inesia and/or other tardive extrapyramidal syndromes.

ptoms such as sweating, insomnia, tremor, anxiety, nausea and vomiting have been

ormal range in approximately 30% of olanzapine treated patients with normal baseline prolactin
alue. In the majority of these patients the elevations were generally mild, and remained below two

§ @clinical trials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of
V

times the upper limit of normal range.

° Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 A5 assessed by measured values from clinical trials in the Olanzapine Integrated Database.
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' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.

12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated @ €

upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database. @

Long-term exposure (at least 48 weeks) .\%
The proportion of patients who had adverse, clinically significant changes in weight gaw, g
total/LDL/HDL cholesterol or triglycerides increased over time. In adult patients
months of therapy, the rate of increase in mean blood glucose slowed after ap i

In clinical trials in elderly patients with dementia, olanzapine treatment was aSsociated with a higher
incidence of death and cerebrovascular adverse reactions compared to (see section 4.4). Very
common adverse reactions associated with the use of olanzapine in thi%nt group were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erfthema, visual hallucinations and
urinary incontinence were observed commonly. (

Additional information on special populations ;&/

In clinical trials in patients with drug-induced (dopamine ag psychosis associated with
Parkinson’s disease, worsening of Parkinsonian sympto nd hallucinations were reported
very commonly and more frequently than with placebo.

In one clinical trial in patients with bipolar mania, te combination therapy with olanzapine
resulted in an incidence of neutropenia of 4.1%; a poteftial contributing factor could be high plasma
valproate levels. Olanzapine administered wit ium or valproate resulted in increased levels
(210%) of tremor, dry mouth, increased appgtite,and weight gain. Speech disorder was also reported
commonly. During treatment with olanzapine,in combination with lithium or divalproex, an increase
of > 7% from baseline body weight o ed in 17.4% of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment to 12 months) for recurrence prevention in patients with
bipolar disorder was associated wi increase of >7% from baseline body weight in 39.9% of

patients. ;

Paediatric population Q
Olanzapine is not indicatgdMas'the treatment of children and adolescent patients below 18 years.
Although no clinical studies designed to compare adolescents to adults have been conducted, data
from the adolescent '@« were compared to those of the adult trials.

The following t ummarises the adverse reactions reported with a greater frequency in adolescent
patients (aged years) than in adult patients or adverse reactions only identified during short-term
clinical tri olescent patients. Clinically significant weight gain (> 7%) appears to occur more
frequentl % adolescent population compared to adults with comparable exposures. The magnitude
of weight and the proportion of adolescent patients who had clinically significant weight gain

W %& r with long-term exposure (at least 24 weeks) than with short-term exposure.

each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
frequency terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< 1/10).

Metabolism and nutrition disorders
Very common: Weight gain'®, elevated triglyceride levels'®, increased appetite.
Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
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Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.

13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline

weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7. d>
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gaind\ ,55.3
% gained > 15 % and 29.1 % gained > 25% of their baseline body weight.

4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased gh

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at base 2].016 mmol/I -
< 1.467 mmol/l) to high (= 1.467 mmol/l). &

!5 Changes in total fasting cholesterol levels from normal at baseline (< 4. ol/1) to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting ch@rol levels from borderline
at baseline (> 4.39 - < 5.17 mmol/1) to high (> 5.17 mmol/l) were \(c mon.
C

' Elevated plasma prolactin levels were reported in 47.4% of a@ nt patients.

Reporting of suspected adverse reactions < Q

Reporting suspected adverse reactions after authorisatio e fhedicinal product is important. It
allows continued monitoring of the benefit/risk balanc e medicinal product. Healthcare
professionals are asked to report any suspected advgr: ctions via the national reporting system
listed in Appendix V. \

4.9 Overdose

Signs and symptoms Q

Very common symptoms in overdose & .10% incidence) include tachycardia, agitation/aggressiveness,
dysarthria, various extrapyramidal S)@) s, and reduced level of consciousness ranging from

sedation to coma. 0

Other medically significant se e of overdose include delirium, convulsion, coma, possible
neuroleptic malignant syn wtespiratory depression, aspiration, hypertension or hypotension,
cardiac arrhythmias (< 29 d@rerdose cases) and cardiopulmonary arrest. Fatal outcomes have been
reported for acute over s as low as 450 mg but survival has also been reported following acute

overdose of approxh@r g of oral olanzapine.

Management
There is no sp antidote for olanzapine. Induction of emesis is not recommended. Standard

procedures agement of overdose may be indicated (i.e. gastric lavage, administration of
activated% coal). The concomitant administration of activated charcoal was shown to reduce the
oral bi(@ bility of olanzapine by 50 to 60%.

.
Sy, xatic treatment and monitoring of vital organ function should be instituted according to
cl presentation, including treatment of hypotension and circulatory collapse and support of
@iratory function. Do not use epinephrine, dopamine, or other sympathomimetic agents with beta-
onist 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines, ATC
code NO5SA HO3.

Pharmacodynamic effects b
Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a br(@
pharmacologic profile across a number of receptor systems.

. Q ,

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 n a%erotonin
5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D», D3, D4, Ds; cholinergic muscarinic recepie 1-M5; a;
adrenergic; and histamine H; receptors. Animal behavioural studies with olanzapini @ icated 5 HT,
dopamine, and cholinergic antagonism, consistent with the receptor-binding prefil&Olanzapine
demonstrated a greater in vitro affinity for serotonin 5 HT, than dopamine ptors and greater 5
HT, than D> activity in vivo models. Electrophysiological studies demons% at olanzapine

selectively reduced the firing of mesolimbic (A10) dopaminergic neurons; e having little effect on
the striatal (A9) pathways involved in motor function. Olanzapine redllaa conditioned avoidance
response, a test indicative of antipsychotic activity, at doses below those¥pfoducing catalepsy, an effect
indicative of motor side-effects. Unlike some other antipsychotic @ts, olanzapine increases

responding in an “anxiolytic” test. @

In a single oral dose (10 mg) Positron Emission Tomograph@' ) study in healthy volunteers,
olanzapine produced a higher 5 HT»a than dopamine D, owoccupancy. In addition, a Single
Photon Emission Computed Tomography (SPECT) i @[udy in schizophrenic patients revealed
that olanzapine-responsive patients had lower striagal cupancy than some other antipsychotic-
and risperidone-responsive patients, while being c&rable to clozapine-responsive patients.

Clinical efficacy
In two of two placebo and two of three co@or controlled trials with over 2,900 schizophrenic

patients presenting with both positive and ne@gtive symptoms, olanzapine was associated with
statistically significantly greater impr%nlents in negative as well as positive symptoms.

In a multinational, double-blind, ¢
disorders which included 1,4

tive study of schizophrenia, schizoaffective, and related
ielts with varying degrees of associated depressive symptoms
(baseline mean of 16.6 on the tgomery-Asberg Depression Rating Scale), a prospective secondary
analysis of baseline to endpgig od score change demonstrated a statistically significant
improvement (p= 0.001) fa @ ing olanzapine (-6.0) versus haloperidol (-3.1).

In patients with a m ixed episode of bipolar disorder, olanzapine demonstrated superior
efficacy to placebo andwgalproate semisodium (divalproex) in reduction of manic symptoms over 3
weeks. OlanzapNso demonstrated comparable efficacy results to haloperidol in terms of the
proportion of ts in symptomatic remission from mania and depression at 6 and 12 weeks. In a
co-therapy patients treated with lithium or valproate for a minimum of 2 weeks, the addition
of olanza 10 mg (co-therapy with lithium or valproate) resulted in a greater reduction in symptoms
of man'(t/ ithium or valproate monotherapy after 6 weeks.
.
In onth recurrence prevention study in manic episode patients who achieved remission on
ol ine and were then randomised to olanzapine or placebo, olanzapine demonstrated statistically
1ficant superiority over placebo on the primary endpoint of bipolar recurrence. Olanzapine also
wed a statistically significant advantage over placebo in terms of preventing either recurrence into
ania or recurrence into depression.

In a second 12-month recurrence prevention study in manic episode patients who achieved remission
with a combination of olanzapine and lithium and were then randomised to olanzapine or lithium
alone, olanzapine was statistically non-inferior to lithium on the primary endpoint of bipolar
recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine plus a
mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or valproate was
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not statistically significantly superior to lithium or valproate alone in delaying bipolar recurrence,
defined according to syndromic (diagnostic) criteria.

Paediatric population b

Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studies@
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involvin an
200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and ranging

20 mg/day. During treatment with olanzapine, adolescents gained significantly more % compared
with adults. The magnitude of changes in fasting total cholesterol, LDL cholesterol
prolactin (see sections 4.4 and 4.8) were greater in adolescents than in adults. Ther

cerides, and
no controlled

data on maintenance of effect or long term safety (see sections 4.4 and 4.8). | 1on on long term
safety is primarily limited to open-label, uncontrolled data. &
5.2 Pharmacokinetic properties 0

Olanzapine orodispersible tablet is bioequivalent to olanzapine coated tabiets, with a similar rate and
extent of absorption. Olanzapine orodispersible tablets may be used as an alternative to olanzapine

coated tablets. @

Absorption
Olanzapine is well absorbed after oral administration, reafii ak plasma concentrations within 5 to

8 hours. The absorption is not affected by food. Absol | bioavailability relative to intravenous
administration has not been determined. \
Distribution

The plasma protein binding of olanzapine was @t 93 % over the concentration range of about 7 to
about 1000 ng/ml. Olanzapine is bound pre@antly to albumin and o.;-acid-glycoprotein.

Biotransformation
Olanzapine is metabolized in the liv
metabolite is the 10-N-glucuronid

y&njugaﬁve and oxidative pathways. The major circulating
i€h does not pass the blood brain barrier. Cytochromes P450-
CYP1A2 and P450-CYP2D6 ibute to the formation of the N-desmethyl and 2-hydroxymethyl
metabolites; both exhibited si%antly less in vivo pharmacological activity than olanzapine in
i harmacologic activity is from the parent, olanzapine.

animal studies. The predorb

Elimination

After oral administrt e mean terminal elimination half-life of olanzapine in healthy subjects
f d gL

varied on the bagis o and gender.
In healthy elde and over) versus non-elderly subjects, the mean elimination half-life was
prolonged (51°¢ us 33.8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The

pharmaco% variability observed in the elderly is within the range for the non-elderly. In 44
patients witlhgchizophrenia >65 years of age, dosing from 5 to 20 mg/day was not associated with any
disti’ng 1shitg profile of adverse events.

In@& versus male subjects, the mean elimination half-life was somewhat prolonged (36.7 versus
8ulits) and the clearance was reduced (18.9 versus 27.3 1/hr). However, olanzapine (5-20 mg)
e

§ @mstrated a comparable safety profile in female (n = 467) as in male patients (n = 869).

Renal Impairment

In renally impaired patients (creatinine clearance <10 ml/min) versus healthy subjects, there was no
significant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance (21.2 versus
25.0 I/hr). A mass balance study showed that approximately 57% of radiolabelled olanzapine appeared
in urine, principally as metabolites.

Hepatic impairment
A small study of the effect of impaired liver function in 6 subjects with clinically significant (Childs
Pugh Classification A (n = 5) and B (n = 1)) cirrhosis revealed little effect on the pharmacokinetics of
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orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with mild to moderate hepatic
dysfunction had slightly increased systemic clearance and faster elimination half-time compared to
subjects with no hepatic dysfunction (n = 3). There were more smokers among subjects with cirfhosis
(4/6; 67 %) than among subjects with no hepatic dysfunction (0/3; 0 %). fb

Smoking
In non-smoking versus smoking subjects (males and females), the mean elimination ha&@/as
prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27.7 1/hr

The plasma clearance of olanzapine is lower in elderly versus young subjects, in fe versus males,
and in non-smokers versus smokers. However, the magnitude of the impact oﬁq@ender, or smoking
on olanzapine clearance and half-life is small in comparison to the overall V%' y between

individuals. 0

In a study of Caucasians, Japanese, and Chinese subjects, there were n@erences in the
pharmacokinetic parameters among the three populations.

Paediatric population {
Adolescents (ages 13 to 17 years): The pharmacokinetics of Qfme are similar between
adolescents and adults. In clinical studies, the average olanz%exposure was approximately 27%
higher in adolescents. Demographic differences between scents and adults include a lower
average body weight and fewer adolescents were smo Q&ch factors possibly contribute to the
higher average exposure observed in adolescents. \

53 Preclinical safety data O

Acute (single-dose) toxicity Q

Signs of oral toxicity in rodents were charactesgistic of potent neuroleptic compounds: hypoactivity,
coma, tremors, clonic convulsions, sal@n, and depressed weight gain. The median lethal doses
were approximately 210 mg/kg (micg) and”175 mg/kg (rats). Dogs tolerated single oral doses up to

100 mg/kg without mortality. Clin ions included sedation, ataxia, tremors, increased heart rate,
a‘fr%

labored respiration, miosis, ai ia. In monkeys, single oral doses up to 100 mg/kg resulted in
prostration and, at higher dos 1-consciousness.

Repeated dose toxicity

In studies up to 3 monthglsation in mice and up to 1 year in rats and dogs, the predominant effects
were CNS depressioq icholinergic effects, and peripheral haematological disorders. Tolerance
developed to the CNS dgpression. Growth parameters were decreased at high doses. Reversible effects
consistent with el&yated prolactin in rats included decreased weights of ovaries and uterus and
morphologic % in vaginal epithelium and in mammary gland.

Haematelo®ic toxicity
Effects@ ematology parameters were found in each species, including dose-related reductions in

circw, eukocytes in mice and non-specific reductions of circulating leukocytes in rats; however,
no eyidence of bone marrow cytotoxicity was found. Reversible neutropenia, thrombocytopenia, or
an developed in a few dogs treated with 8 or 10 mg/kg/day (total olanzapine exposure [AUC] is

@to 15-fold greater than that of a man given a 12 mg dose). In cytopenic dogs, there were no
erse effects on progenitor and proliferating cells in the bone marrow.

Reproductive toxicity

Olanzapine had no teratogenic effects. Sedation affected mating performance of male rats. Estrous
cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and reproduction
parameters were influenced in rats given 3 mg/kg (9 times the maximum human dose). In the offspring
of rats given olanzapine, delays in foetal development and transient decreases in offspring activity
levels were seen.

Mutagenicity

111



Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included bacterial
mutation tests and in vitro and in vivo mammalian tests.

Carcinogenicity

Based on the results of studies in mice and rats, it was concluded that olanzapine is not carci

6. PHARMACEUTICAL PARTICULARS {
6.1 List of excipients O
Mannitol (E421) Q
Microcrystalline cellulose &
Carmellose calcium

Sucralose @

Magnesium stearate

Colloidal anhydrous silica

6.2 Incompatibilities @
Not applicable. Q D
6.3 Shelf life \O

2 years O
6.4 Special precautions for storage Q

This medicinal product does not requifglany special storage conditions.
6.5 Nature and contents of é‘u&r

Aluminium/aluminium blister 1n cartons of 28 orodispersible tablets per carton
Not all pack sizes may b ted.
6.6 Special pre s for disposal

No special requwnts.
7. &@TING AUTHORISATION HOLDER

Apot pe B.V.
B xe Dijk 1
3 Baarn

@ etherlands

MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10.06.2010
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Med
Agency http://www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Olanzapine Apotex 20 mg orodispersible tablets t

2. QUALITATIVE AND QUANTITATIVE COMPOSITION @
. Q,

Each orodispersible tablet contains 20 mg olanzapine. {\

For the full list of excipients, see section 6.1. QO

3. PHARMACEUTICAL FORM S’

Orodispersible tablet @

Yellow round flat faced radial edge tablets engraved ‘APO’ on onefside and ‘OL’ over ‘20’ on the

other side. @
4. CLINICAL PARTICULARS Q D

4.1 Therapeutic indications \O

Adults
Olanzapine is indicated for the treatment of sc hrenia.

Olanzapine is effective in maintaining the c@l improvement during continuation therapy in
patients who have shown an initial tre@t response.

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

In patients whose manic episod
prevention of recurrence in jpat

4.2 Posology and hod of administration

has responded to olanzapine treatment, olanzapine is indicated for the
ats with bipolar disorder (see section 5.1).

Adults
Schizophrenia:

The recomme%\arﬁng dose for olanzapine is 10 mg/day.
Manic epj@

The staptingzdose is 15 mg as a single daily dose in monotherapy or 10 mg daily in combination
thera section 5.1).

P ing recurrence in bipolar disorder:
@recommended starting dose is 10 mg/day. For patients who have been receiving olanzapine for
tment of manic episode, continue therapy for preventing recurrence at the same dose. If a new
anic, 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. An increase 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.
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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.

Olanzapine Apotex orodispersible tablet should be placed in the mouth, where it will rapidly dis @
in saliva, so it can be easily swallowed. Removal of the intact orodispersible tablet from the g ontf
difficult. Since the orodispersible tablet is fragile, it should be taken immediately on openipg the
blister. Alternatively, it may be dispersed in a full glass of water or other suitable beve %ange

juice, apple juice, milk or coffee) immediately before administration. {

Olanzapine orodispersible tablet is bioequivalent to olanzapine film-coated ta@lth a similar rate
and extent of absorption. It has the same dosage and frequency of administr% olanzapine film-
coated tablets. Olanzapine orodispersible tablets may be used as an alternati olanzapine film-
coated tablets.

Special populations {@

Elderly s@l
A lower starting dose (5 mg/day) is not routinely indicated b d be considered for those 65 and
over when clinical factors warrant (see section 4.4). Q

Renal and/or hepatic impairment Q
S;

A lower starting dose (5 mg) should be consideredyfo patients. In cases of moderate hepatic
insufficiency (cirrhosis, Child-Pugh Class A or B), t arting dose should be 5 mg and only
increased with caution. O

Smokers

The starting dose and dose range need not be%woutinely altered for non-smokers relative to smokers. The
metabolism of olanzapine may be inddgtd by smoking. Clinical monitoring is recommended and an
increase of olanzapine dose may be @ red if necessary (see section 4.5).

When more than one factor issra@/hich might result in slower metabolism (female gender,

geriatric age, non-smoking st consideration should be given to decreasing the starting dose.
Dose escalation, when indi ould be conservative in such patients.

In cases where dose inc&ents of 2.5 mg are considered necessary, Olanzapine Apotex film-coated
tablets should be use,

(oW

(See sections 4. 5.2).

S

Paediatric
L 4

n

/2

Olanza ot recommended for use in children and adolescents below 18 years of age due to a
lackeof\data on safety and efficacy. A greater magnitude of weight gain, lipid and prolactin alterations
haybedy reported in short term studies of adolescent patients than in studies of adult patients (see

sel s4.4,4.8,5.1and5.2).

@%@

Contraindications

§ Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Patients with known risk of narrow-angle glaucoma.

4.4 Special warnings and precautions for use

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.
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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.
In placebo-controlled clinical trials (6-12 weeks duration) of elderly patients (mean age 78 year
dementia-related psychosis and/or disturbed behaviours, there was a 2-fold increase in the inw of
death in olanzapine-treated patients compared to patients treated with placebo (3.5% vs. 1,59
respectively). The higher incidence of death was not associated with olanzapine dose ( ily dose
4.4 mg) or duration of treatment. Risk factors that may predispose this patient popula; H& increased
mortality include age > 65 years, dysphagia, sedation, malnutrition and dehydratio onary

Od1d

conditions (e.g., pneumonia, with or without aspiration), or concomitant use of ben zepines.
However, the incidence of death was higher in olanzapine-treated than in pla -trgated patients
independent of these risk factors. &

In the same clinical trials, cerebrovascular adverse events (CVAE e.g., st@ransient ischemic
attack), including fatalities, were reported. There was a 3-fold increas VAE in patients treated
with olanzapine compared to patients treated with placebo (1.3% vs. 0.4% respectively). All
olanzapine- and placebo-treated patients who experienced a cerebrgvascular event had pre-existing
risk factors. Age > 75 years and vascular/mixed type dementia mentiﬁed as risk factors for
CVAE in association with olanzapine treatment. The efficac apine was not established in
these trials. é D

Parkinson's disease Q

The use of olanzapine in the treatment of dopaming a t associated psychosis in patients with
Parkinson's disease is not recommended. In clinical frals, worsening of Parkinsonian symptomatology
and hallucinations were reported very commonlysand more frequently than with placebo (see

section 4.8), and olanzapine was not more effe than placebo in the treatment of psychotic
symptoms. In these trials, patients were ini%required to be stable on the lowest effective dose of
anti- Parkinsonian medicinal products (dopathine agonist) and to remain on the same anti-
Parkinsonian medicinal products and dgSages throughout the study. Olanzapine was started at

2.5 mg/day and titrated to a maximul(oj mg/day based on investigator judgement.

Neuroleptic Malignant Syndramé
NMS is a potentially life-threa

ing condition associated with antipsychotic medicinal products. Rare
cases reported as NMS havgsa een received in association with olanzapine. Clinical manifestations
of NMS are hyperpyrexia @ le rigidity, altered mental status, and evidence of autonomic instability
(irregular pulse or blood¥pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional
signs may include el dcreatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
failure. If a pati&flj: elOps signs and symptoms indicative of NMS, or presents with unexplained

QsD

high fever withoutadditional clinical manifestations of NMS, all antipsychotic medicines, including

olanzapine mLﬁb iscontinued.

Hyperglyciemid and diabetes
Hyper Mia and/or development or exacerbation of diabetes occasionally associated with
ket m or coma has been reported uncommonly, including some fatal cases (see section 4.8). In
) Oa&es, a prior increase in body weight has been reported which may be a predisposing factor.
A riate clinical monitoring is advisable in accordance with utilised antipsychotic guidelines, e.g.
@suring of blood glucose at baseline, 12 weeks after starting olanzapine treatment and annually
reafter. Patients treated with any antipsychotic medicines, including Olanzapine Apotex, should be
bserved for signs and symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia, and
weakness) and patients with diabetes mellitus or with risk factors for diabetes mellitus should be
monitored regularly for worsening of glucose control. Weight should be monitored regularly, e.g. at
baseline, 4, 8 and 12 weeks after starting olanzapine treatment and quarterly thereafter.

Lipid alterations
Undesirable alterations in lipids have been observed in olanzapine-treated patients in placebo

controlled clinical trials (see section 4.8). Lipid alterations should be managed as clinically
appropriate, particularly in dyslipidemic patients and in patients with risk factors for the development
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of lipids disorders. Patients treated with any antipsychotic medicines, including Olanzapine Apotex,
should be monitored regularly for lipids in accordance with utilised antipsychotic guidelines, e.g. at
baseline, 12 weeks after starting olanzapine treatment and every 5 years thereafter. t

Anticholinergic activity

While olanzapine demonstrated anticholinergic activity in vitro, experience during the clini Is
revealed a low incidence of related events. However, as clinical experience with olanzapi patients
with concomitant illness is limited, caution is advised when prescribing for patients w'q&static

hypertrophy, or paralytic ileus and related conditions. O

Hepatic function
Transient, asymptomatic elevations of hepatic aminotransferases, alanine tr% e (ALT), aspartate
u

transferase (AST) have been seen commonly,especially in early treatment. #6n should be
exercised and follow-up organised in patients with elevated ALT and/or patients with signs
and symptoms of hepatic impairment, in patients with pre-existing co s associated with limited

hepatic functional reserve, and in patients who are being treated with potefitially hepatotoxic
medicines. In cases where hepatitis (including hepatocellular, cholestatic or mixed liver injury) has
been diagnosed, olanzapine treatment should be discontinued.

Neutropenia %

Caution should be exercised in patients with low leukoc@ neutrophil counts for any reason, in
patients receiving medicines known to cause neutropenia, g patients with a history of drug-induced
bone marrow depression/toxicity, in patients with or@rrow depression caused by concomitant
illness, radiation therapy or chemotherapy and in [& s with hypereosinophilic conditions or with
myeloproliferative disease. Neutropenia has beengreported commonly when olanzapine and valproate
are used concomitantly (see section 4.8). 6

Discontinuation of treatment Q

Acute symptoms such as sweating, in ia, tremor, anxiety, nausea, or vomiting have been reported
rarely rarely (> 0.01% and < 0.1%) When“6lanzapine is stopped abruptly.

QT interval Q
In clinical trials, clinically me ul QTc prolongations (Fridericia QT correction [QTcF] > 500

milliseconds [msec] at any ti st baseline in patients with baseline QTcF < 500 msec) were
uncommon (0.1% to 1%) '@ients treated with olanzapine, with no significant differences in
associated cardiac event8igcompared to placebo. However, caution should be exercised when
olanzapine is prescri 1th medicines known to increase QTc interval, especially in the elderly, in
patients with congenitdddong QT syndrome, congestive heart failure, heart hypertrophy, hypokalaemia
or hypomagnesachaja.

octation of olanzapine treatment and venous thromboembolism has been reported

uncom >0.1% and < 1%). A causal relationship between the occurrence of venous

thr b@oolism and treatment with olanzapine has not been established. However, since patients

wi 0t&zophrenia often present with acquired risk factors for venous thromboembolism all possible
tors of VTE e.g. immobilisation of patients, should be identified and preventive measures

@ertaken.

eneral 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. As it exhibits in vitro dopamine antagonism,
olanzapine may antagonize the effects of direct and indirect dopamine agonists.

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
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patients when treated with olanzapine. In most of these cases, a history of seizures or risk factors for
seizures were reported.

Tardive Dyskinesia b

In comparator studies of one year or less duration, olanzapine was associated with a s‘catistica@e
significant lower incidence of treatment emergent dyskinesia. However the risk of tardive csia
increases with long term exposure, and therefore if signs or symptoms of tardive dyskim s%pear in
a patient on olanzapine, a dose reduction or discontinuation should be considered. Th ptoms
can temporally deteriorate or even arise after discontinuation of treatment.

Postural hypotension Q

Postural hypotension was infrequently observed in the elderly in olanzapine% I trials. It is
recommended that blood pressure is measured periodically in patients oveb

65 years.

Sudden cardiac death @

In postmarketing reports with olanzapine, the event of sudden cardiac death has been reported in
patients with olanzapine. In a retrospective observational coho , the risk of presumed sudden
cardiac death in patients treated with olanzapine was approxi twice the risk in patients not using

antipsychotics. In the study, the risk of olanzapine was comparable to the risk of atypical
antipsychotics included in a pooled analysis. Q

Paediatric population Q

Olanzapine is not indicated for use in the treatmenm ildren and adolescents. Studies in patients
aged 13-17 years showed various adverse reactigns, including weight gain, changes in metabolic
parameters and increases in prolactin levels (stions 4.8 and 5.1).

4.5 Interaction with other medicinapoucts and other forms of interaction

Interaction studies have only been pefforiiicd in adults.

ine
YP1A2, substances that can specifically induce or inhibit this
okinetics of olanzapine.

Potential interactions affecting,o
Since olanzapine is metabolis
isoenzyme may affect the p,

Induction of CYP1A2 &
The metabolism of o ne may be induced by smoking and carbamazepine, which may lead to
reduced olanzapine cofig€ntrations. Only slight to moderate increase in olanzapine clearance has been
observed. The clifical consequences are likely to be limited, but clinical monitoring is recommended
and an increas@ anzapine dose may be considered if necessary (see section 4.2).

Inhibitien S&CYP1A2
Fluvox; h, a specific CYP1A?2 inhibitor, has been shown to significantly inhibit the metabolism of
e@

ola e/ The mean increase in olanzapine Cax following fluvoxamine was 54 % in female non-
s nd 77 % in male smokers. The mean increase in olanzapine AUC was 52 % and 108 %
re %@ vely. A lower starting dose of olanzapine should be considered in patients who are using
xamine or any other CYP1A2 inhibitors, such as ciprofloxacin. A decrease in the dose of
nzapine should be considered if treatment with an inhibitor of CYP1A2 is initiated.

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
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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, 344).
Thus no particular interaction is expected as verified through in vivo studies where no inhibitio
metabolism of the following active substances was found: tricyclic antidepressant (representi stly
CYP2D6 pathway), warfarin (CYP2C9), theophylline (CYP1A2) or diazepam (CYP3A4 9).

Olanzapine showed no interaction when co-administered with lithium or biperiden. {\

Therapeutic monitoring of valproate plasma levels did not indicate that valproate d ge adjustment is

required after the introduction of concomitant olanzapine. Q

General CNS activity
Caution should be exercised in patients who consume alcohol or receive nal products that can
cause central nervous system depression. @

The concomitant use of olanzapine with anti-Parkinsonian medici@roducts in patients with
Parkinson's disease and dementia is not recommended (see sect@ ).

QTc interval %ﬂ
Caution should be used if olanzapine is being administeﬁ@n itantly with medicinal products

known to increase QTc interval (see section 4.4).

4.6 Fertility, pregnancy and lactation \

Pregnancy
There are no adequate and well-controlled @s in pregnant women. Patients should be advised to

notify their physician if they become pregnamgor intend to become pregnant during treatment with
olanzapine. Nevertheless, because hu experience is limited, olanzapine should be used in
pregnancy only if the potential benefif justities the potential risk to the foetus.

Newborn infants exposed to agtipsychotics (including olanzapine) during the third trimester of
pregnancy are at risk of adver ctions including extrapyramidal and/or withdrawal symptoms that
may vary in severity and d ollowing delivery. There have been reports of agitation, hypertonia,
hypotonis, tremor, somn respiratory distress, or feeding disorder. Consequently, newborns
should be monitored can%ly

Breast-feeding
In a study in brea eedlng, healthy women, olanzapine was excreted in breast milk. Mean infant

exposure (mg @ steady state was estimated to be 1.8% of the maternal olanzapine dose (mg/kg).
Patients sh dvised not to breast-feed an infant if they are taking olanzapine.

Fertilitys N\,
Eff&&ﬁ}ertility are unknown (see section 5.3 for preclinical information).

4. Effects on ability to drive and use machines

@studies on the effects on the ability to drive and use machines have been performed. Because
lanzapine may cause somnolence and dizziness, patients should be cautioned about operating
machinery, including motor vehicles.

4.8 Undesirable effects

Summary of the safety profile

Adults

The most frequently (seen in > 1% of patients) reported adverse reactions associated with the use of
olanzapine in clinical trials were somnolence, weight gain, eosinophilia, elevated prolactin,
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cholesterol, glucose and triglyceride levels (see section 4.4), glucosuria, increased appetite, dizziness,
akathisia, parkinsonism, leukopenia, neutropenia (see section 4.4), dyskinesia, orthostatic hypotension,
anticholinergic effects, transient asymptomatic elevations of hepatic aminotransferases (see
section 4.4), rash, asthenia, fatigue, pyrexia, arthralgia, increased alkaline phosphatase, high ga

glutamyltransferase, high uric acid, high creatine phosphokinase and oedema. @
Tabulated list of adverse reactions

.
The following table lists the adverse reactions and laboratory investigations observed, asspontaneous
reporting and in clinical trials. Within each frequency grouping, adverse reactions a; ented in order
of decreasing seriousness. The frequency terms listed are defined as follows: Ve @non (= 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10, < 1/1,000), very
rare (< 1/10,000), not known (cannot be estimated from the available data). &

N

Very Common Uncommon Rare \] Not known
common @
Blood and lymphatic system disorders N
Eosinophilia '%)mbocytopenial !
Leukopenia'
Neutropenia'® A
Immune system disorders u
| | Hypersensitivitydl N
Metabolism and nutrition disorders N
Weight gain' | Elevated Develo t Hypothermia'?
cholesterol levels*® | exacerbation

Elevated glucose
levels*

Elevated
triglyceride levels™
Glucosuria
Increased appetite
Nervous system disorders

ses (see section 4.4)

11
2
-

Somnolence

/
.
\:

N

Dizziness

Akathisia® b
Parkinsor@
Dyskir%

{

o

Seizures where in most
cases a history of
seizures or risk factors
for seizures were
reported

Dystonia (including
oculogyration) !
Tardive dyskinesia''

Amnesia °

Dysarthria

Stuttering''
Restless legs
syndrome''

Neuroleptic malignant
syndrome (see

section 4.4)'
Discontinuation
symptoms’” 12

Cardiac disord

€rs

Bradycardia
QT prolongation (see
section 4.4)

Ventricular
tachycardia/fibrillation,
sudden death (see
section 4.4)"!

Vascular disorders
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Orthostatic

hypotension'’

Thromboembolism
(including pulmonary
embolism and deep
vein thrombosis) (see

Decreased libido in
males and females

Gynaecomastia/breast
enlargement in males

section 4.4) .
Respiratory, thoracic and mediastinal disorders 4
| | Epistaxis’ %4
Gastrointestinal disorders k -
Mild, transient Abdominal distension’ | Pancreatitis''
anticholinergic Salivary O
effects including hypersecretion'' Q
constipation and &
dry mouth Q
Hepatobiliary disorders
Transient, Hepdigis)including
asymptomatic h atocellular,
elevations of lestatlc or mixed
hepatic f injury) !
aminotransferases
(ALT, AST),
especially in early Q
treatment (see
section 4.4) \
Skin and subcutaneous tissue disorders
Rash Photos vity Drug
reacti ﬁ Reaction
Aleéb with
Eosinophili
a and
Systemic
Symptoms
(DRESS)
Musculoskeletal and connectivejtissue disorders
| Arthralgih Rhabdomyolysis!!
Renal and urinary dis déry’
Urinary incontinence,
Q urinary retention
N Urinary hesitation
Pregnancy, p périum and perinatal conditions
| Drug
. Q» withdrawal
\ syndrome
. (J neonatal
\ (see
A section 4.6)
@ductive system and breast disorders
Erectile Amenorrhea Priapism'?
% N dysfunction in Breast enlargement
males Galactorrhea in females

General disorders and administration site conditions

Asthenia
Fatigue
Oedema
Pyrexia'”
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Investigations
Elevated Increased alkaline Increased total bilirubin
plasma phosphatase'”
prolactin High creatine b
levels® phosphokinase'! @
High Gamma
Glutamyltransferase '\®
10 {\
High uric acid O

: Clinically significant weight gain was observed across all baseline Body N&&x (BMI)
categories. Following short term treatment (median duration 47 days), we%am > 7% of baseline
body weight was very common (22.2 %), > 15 % was common (4.2 % 2’25 % was uncommon
(0.8 %). Patients gaining > 7 %, > 15 % and > 25 % of their baseline b eight with long-term
exposure (at least 48 weeks) were very common (64.4 %, 31.7 % 2(12. % respectively).

% Mean increases in fasting lipid values (total cholesterol, LDL sterol, and triglycerides) were
greater in patients without evidence of lipid dysregulation atffageline.

? Observed for fasting normal levels at baseline (< 5.17 @1) hich increased to high
(= 6.2 mmol/l). Changes in total fasting cholesterol le m borderline at baseline (> 5.17 -
< 6.2 mmol/l) to high (> 6.2 mmol/l) were very co

*Observed for fasting normal levels at baselin. .56 mmol/l) which increased to high (= 7 mmol/l).
Changes in fasting glucose from borderline ne (>5.56 - <7 mmol/l) to high (> 7 mmol/l) were
very common.

> Observed for fasting normal levels a
(= 2.26 mmol/l). Changes in fasting
<2.26 mmol/l) to high (> 2.26 mm

&Qine (< 1.69 mmol/l) which increased to high
iglycerides from borderline at baseline (> 1.69 mmol/I -
were very common.

®In clinical trials, the incidend ﬁ- Parkinsonism and dystonia in olanzapine-treated patients was
numerically higher, but nom ically significantly different from placebo. Olanzapine-treated patients
had a lower incidence of’ sonism, akathisia and dystonia compared with titrated doses of
haloperidol. In the ab ipf detailed information on the pre-existing history of individual acute and
tardive extrapyrami vement disorders, it cannot be concluded at present that olanzapine produces
less tardive dysl@a /or other tardive extrapyramidal syndromes.

7 Acute sympt uch as sweating, insomnia, tremor, anxiety, nausea and vomiting have been
reported w, anzapine is stopped abruptly.
.

'In cli@ials of up to 12 weeks, plasma prolactin concentrations exceeded the upper limit of
nogy e in approximately 30% of olanzapine treated patients with normal baseline prolactin
\4 the majority of these patients the elevations were generally mild, and remained below two
he upper limit of normal range.

%Adverse event identified from clinical trials in the Olanzapine Integrated Database.

10 As assessed by measured values from clinical trials in the Olanzapine Integrated Database.

' Adverse event identified from spontaneous post-marketing reporting with frequency determined
utilising the Olanzapine Integrated Database.
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12 Adverse event identified from spontaneous post-marketing reporting with frequency estimated at the
upper limit of the 95% confidence interval utilising the Olanzapine Integrated Database.

Long-term exposure (at least 48 weeks) b
The proportion of patients who had adverse, clinically significant changes in weight gain, l@,
r%ed 9-12

onths.

total LDL/HDL cholesterol or triglycerides increased over time. In adult patients who ¢o
months of therapy, the rate of increase in mean blood glucose slowed after approximat

Additional information on special populations
In clinical trials in elderly patients with dementia, olanzapine treatment was agsoei with a higher
incidence of death and cerebrovascular adverse reactions compared to place %ection 4.4). Very

common adverse reactions associated with the use of olanzapine in this pati up were abnormal
gait and falls. Pneumonia, increased body temperature, lethargy, erythema, viSual hallucinations and
urinary incontinence were observed commonly. @

In clinical trials in patients with drug-induced (dopamine agonist) pS§ychosis associated with
Parkinson’s disease, worsening of Parkinsonian symptomatolog allucinations were reported
very commonly and more frequently than with placebo.

resulted in an incidence of neutropenia of 4.1%; a potential cOntributing factor could be high plasma
valproate levels. Olanzapine administered with lithim@V Iproate resulted in increased levels
(210%) of tremor, dry mouth, increased appetite, N ght gain. Speech disorder was also reported
commonly. During treatment with olanzapine in combihation with lithium or divalproex, an increase
of > 7% from baseline body weight occurred i % of patients during acute treatment (up to 6
weeks). Long-term olanzapine treatment (u months) for recurrence prevention in patients with
bipolar disorder was associated with an incréage of >7% from baseline body weight in 39.9% of

patients. &

Paediatric population
Olanzapine is not indicated foé tment of children and adolescent patients below 18 years.
m

In one clinical trial in patients with bipolar mania, Valpr(@" ination therapy with olanzapine

Although no clinical studies d d to compare adolescents to adults have been conducted, data
from the adolescent trials \)0 pared to those of the adult trials.

patients (aged 13-17 ) than in adult patients or adverse reactions only identified during short-term

The following table s ises the adverse reactions reported with a greater frequency in adolescent
clinical trials in%:sc! gt patients. Clinically significant weight gain (> 7%) appears to occur more
a

frequently in th escent population compared to adults with comparable exposures. The magnitude
of weight gai he proportion of adolescent patients who had clinically significant weight gain
were greatef Watll long-term exposure (at least 24 weeks) than with short-term exposure.

*

Withing€aclMrequency grouping, adverse reactions are presented in order of decreasing seriousness.
T?‘K cy terms listed are defined as follows: Very common (> 1/10), common (> 1/100 to
< .

abolism and nutrition disorders
ery common: Weight gain'®, elevated triglyceride levels', increased appetite.

Common: Elevated cholesterol levels'

Nervous system disorders
Very common: Sedation (including: hypersomnia, lethargy, somnolence).

Gastrointestinal disorders
Common: Dry mouth

Hepatobiliary disorders
Very common: Elevations of hepatic aminotransferases (ALT/AST; see section 4.4).

Investigations
Very common: Decreased total bilirubin, increased GGT, elevated plasma prolactin levels'®.
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13 Following short term treatment (median duration 22 days), weight gain > 7 % of baseline body
weight (kg) was very common (40.6 %), > 15 % of baseline body weight was common (7.1 %) >
25 % was common (2.5 %). With long-term exposure (at least 24 weeks), 89.4 % gained > 7 %,

% gained > 15 % and 29.1 % gained > 25% of their baseline body weight. @
4 Observed for fasting normal levels at baseline (< 1.016 mmol/l) which increased to hi

(> 1.467 mmol/l) and changes in fasting triglycerides from borderline at baseline (> 1 mol/l -
< 1.467 mmol/l) to high (> 1.467 mmol/l). O

15 Changes in total fasting cholesterol levels from normal at baseline (< 4.39 to high

(= 5.17 mmol/l) were observed commonly. Changes in total fasting choleste% Is from borderline
at baseline (> 4.39 - < 5.17 mmol/l) to high (> 5.17 mmol/l) were very con@.

!¢ Elevated plasma prolactin levels were reported in 47.4% of adolesce@ients.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the M
allows continued monitoring of the benefit/risk balance of theag

professionals are asked to report any suspected adverse reac @

listed in Appendix V. Q

4.9 Overdose \O

inal product is important. It
iCinal product. Healthcare
via the national reporting system

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

Other medically significant sequelae Sﬁrdose include delirium, convulsion, coma, possible
neuroleptic malignant syndrome, r ory depression, aspiration, hypertension or hypotension,
cardiac arrhythmias (< 2% of @véidose cases) and cardiopulmonary arrest. Fatal outcomes have been
reported for acute overdoses a@ as 450 mg but survival has also been reported following acute
overdose of approximately 6 ral olanzapine.

Management
There is no specific te for olanzapine. Induction of emesis is not recommended. Standard

procedures for managehaent of overdose may be indicated (i.e. gastric lavage, administration of
activated charC(r)Nhe concomitant administration of activated charcoal was shown to reduce the
oral bioavaila of olanzapine by 50 to 60%.

Sympto a@atment and monitoring of vital organ function should be instituted according to

clinica ‘xmation, including treatment of hypotension and circulatory collapse and support of

respi ]@unction. Do not use epinephrine, dopamine, or other sympathomimetic agents with beta-

ag %ctivity since beta stimulation may worsen hypotension. Cardiovascular monitoring is

n ry to detect possible arrhythmias. Close medical supervision and monitoring should continue
til the patient recovers.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: psycholeptics, diazepines, oxazepines, thiazepines and oxepines, ATC
code NO5SA HO3.

Pharmacodynamic effects
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Olanzapine is an antipsychotic, antimanic and mood stabilising agent that demonstrates a broad
pharmacologic profile across a number of receptor systems.

In preclinical studies, olanzapine exhibited a range of receptor affinities (K; < 100 nM) for serot@
5 HT2anc, 5 HT3, 5 HTg; dopamine Dy, D2, D3, D4, Ds; cholinergic muscarinic receptors Ml—@ 1
adrenergic; and histamine H; receptors. Animal behavioural studies with olanzapine indic T,
dopamine, and cholinergic antagonism, consistent with the receptor-binding profile. Ola; %e
demonstrated a greater in vitro affinity for serotonin 5 HT, than dopamine D, receptoﬁa greater 5
HT, than D activity in vivo models. Electrophysiological studies demonstrated tha pine
selectively reduced the firing of mesolimbic (A10) dopaminergic neurons, while h@ little effect on
the striatal (A9) pathways involved in motor function. Olanzapine reduced a @gned avoidance
response, a test indicative of antipsychotic activity, at doses below those prod#icifig catalepsy, an effect
indicative of motor side-effects. Unlike some other antipsychotic agents, olo&ne increases
responding in an “anxiolytic” test. 3

In a single oral dose (10 mg) Positron Emission Tomography (PET) studyin healthy volunteers,
olanzapine produced a higher 5 HT:4 than dopamine D, receptor ogcupancy. In addition, a Single
Photon Emission Computed Tomography (SPECT) imaging studin$chizophrenic patients revealed
that olanzapine-responsive patients had lower striatal D, occypa than some other antipsychotic-
and risperidone-responsive patients, while being comparabl¢ @ pzapine-responsive patients.

Clinical efficacy :Q

In two of two placebo and two of three comparatogc led trials with over 2,900 schizophrenic
patients presenting with both positive and negative sjwnptoms, olanzapine was associated with
statistically significantly greater improvements '@egaﬁve as well as positive symptoms.

In a multinational, double-blind, comparati@ y of schizophrenia, schizoaffective, and related
disorders which included 1,481 patients witharying degrees of associated depressive symptoms
(baseline mean of 16.6 on the Montgo@ASberg Depression Rating Scale), a prospective secondary
analysis of baseline to endpoint mooﬁcﬁi change demonstrated a statistically significant
improvement (p= 0.001) favouri% pine (-6.0) versus haloperidol (-3.1).

In patients with a manic or mi % pisode of bipolar disorder, olanzapine demonstrated superior
efficacy to placebo and valpsgatesSsemisodium (divalproex) in reduction of manic symptoms over 3
weeks. Olanzapine also trated comparable efficacy results to haloperidol in terms of the
proportion of patients i&nptomatic remission from mania and depression at 6 and 12 weeks. In a
co-therapy study of ts treated with lithium or valproate for a minimum of 2 weeks, the addition
of olanzapine 1Q mg erapy with lithium or valproate) resulted in a greater reduction in symptoms
of mania than liiN or valproate monotherapy after 6 weeks.

Ina 12-mo rrence prevention study in manic episode patients who achieved remission on
olanzapine*and were then randomised to olanzapine or placebo, olanzapine demonstrated statistically
signifi periority over placebo on the primary endpoint of bipolar recurrence. Olanzapine also
show, zglatistically significant advantage over placebo in terms of preventing either recurrence into
m x recurrence into depression.

%second 12-month recurrence prevention study in manic episode patients who achieved remission
ith a combination of olanzapine and lithium and were then randomised to olanzapine or lithium
lone, olanzapine was statistically non-inferior to lithium on the primary endpoint of bipolar
recurrence (olanzapine 30.0%, lithium 38.3%; p = 0.055).

In an 18-month co-therapy study in manic or mixed episode patients stabilised with olanzapine plus a
mood stabiliser (lithium or valproate), long-term olanzapine co-therapy with lithium or valproate was
not statistically significantly superior to lithium or valproate alone in delaying bipolar recurrence,
defined according to syndromic (diagnostic) criteria.

Paediatric population
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Controlled efficacy data in adolescents (ages 13 to 17 years) are limited to short term studies in
schizophrenia (6 weeks) and mania associated with bipolar I disorder (3 weeks), involving less than
200 adolescents. Olanzapine was used as a flexible dose starting with 2.5 and ranging up to

20 mg/day. During treatment with olanzapine, adolescents gained significantly more weight con @ d
with adults. The magnitude of changes in fasting total cholesterol, LDL cholesterol, triglyceri and
prolactin (see sections 4.4 and 4.8) were greater in adolescents than in adults. There are no, led
data on maintenance of effect or long term safety (see sections 4.4 and 4.8). Informati Q%\g term
safety is primarily limited to open-label, uncontrolled data. O'{\

5.2 Pharmacokinetic properties

Olanzapine orodispersible tablet is bioequivalent to olanzapine coated table &similar rate and
extent of absorption. Olanzapine orodispersible tablets may be used as an a ve to olanzapine
coated tablets.

Absorption @
Olanzapine is well absorbed after oral administration, reaching peﬁlasma concentrations within 5 to
8 hours. The absorption is not affected by food. Absolute oral b@ ability relative to intravenous

administration has not been determined. :
Distribution
The plasma protein binding of olanzapine was about 93.%ver the concentration range of about 7 to

about 1000 ng/ml. Olanzapine is bound predomin 1lbumin and a-acid-glycoprotein.

Biotransformation
Olanzapine is metabolized in the liver by coni@e and oxidative pathways. The major circulating

metabolite is the 10-N-glucuronide, which ot pass the blood brain barrier. Cytochromes P450-
CYP1A2 and P450-CYP2D6 contribute to th&formation of the N-desmethyl and 2-hydroxymethy]
metabolites; both exhibited significanflif less in vivo pharmacological activity than olanzapine in
animal studies. The predominant phafmac6logic activity is from the parent, olanzapine.

Elimination
After oral administration, the
varied on the basis of age apd

terminal elimination half-life of olanzapine in healthy subjects

In healthy elderly (65 er) versus non-elderly subjects, the mean elimination half-life was
prolonged (51.8 vers .8 hrs) and the clearance was reduced (17.5 versus 18.2 1/hr). The
pharmacokinetiw:bi y observed in the elderly is within the range for the non-elderly. In 44
patients with sghigophrenia >65 years of age, dosing from 5 to 20 mg/day was not associated with any
distinguishi %e of adverse events.

§ male subjects, the mean elimination half-life was somewhat prolonged (36.7 versus

In fema‘
32.3 hr§) and the clearance was reduced (18.9 versus 27.3 I/hr). However, olanzapine (5-20 mg)
d«& ted a comparable safety profile in female (n = 467) as in male patients (n = 869).

& mpairment
§ nally impaired patients (creatinine clearance <10 ml/min) versus healthy subjects, there was no

ignificant difference in mean elimination half-life (37.7 versus 32.4 hrs) or clearance (21.2 versus
25.0 I/hr). A mass balance study showed that approximately 57% of radiolabelled olanzapine appeared
in urine, principally as metabolites.

Hepatic impairment

A small study of the effect of impaired liver function in 6 subjects with clinically significant (Childs
Pugh Classification A (n = 5) and B (n = 1)) cirrhosis revealed little effect on the pharmacokinetics of
orally administered olanzapine (2.5 — 7.5 mg single dose): Subjects with mild to moderate hepatic
dysfunction had slightly increased systemic clearance and faster elimination half-time compared to
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subjects with no hepatic dysfunction (n = 3). There were more smokers among subjects with cirrhosis
(4/6; 67 %) than among subjects with no hepatic dysfunction (0/3; 0 %).

Smoking b

In non-smoking versus smoking subjects (males and females), the mean elimination half—life@
prolonged (38.6 versus 30.4 hrs) and the clearance was reduced (18.6 versus 27.7 I/hr).

.
The plasma clearance of olanzapine is lower in elderly versus young subjects, in fema@rsus males,
and in non-smokers versus smokers. However, the magnitude of the impact of age, gender, or smoking
on olanzapine clearance and half-life is small in comparison to the overall variabili ﬁ ween

individuals. \Q

In a study of Caucasians, Japanese, and Chinese subjects, there were no dif] &%s in the
pharmacokinetic parameters among the three populations.

Paediatric population @

Adolescents (ages 13 to 17 years): The pharmacokinetics of olanzapine are similar between
adolescents and adults. In clinical studies, the average olanzapi sure was approximately 27%
higher in adolescents. Demographic differences between the ﬁ ents and adults include a lower

average body weight and fewer adolescents were smokers. ctors possibly contribute to the
higher average exposure observed in adolescents. Q

53 Preclinical safety data \O

Acute (single-dose) toxicity

Signs of oral toxicity in rodents were characte@of potent neuroleptic compounds: hypoactivity,
coma, tremors, clonic convulsions, salivatiw depressed weight gain. The median lethal doses
were approximately 210 mg/kg (mice) and mg/kg (rats). Dogs tolerated single oral doses up to
100 mg/kg without mortality. Clinical@i included sedation, ataxia, tremors, increased heart rate,
labored respiration, miosis, and anor@ monkeys, single oral doses up to 100 mg/kg resulted in
prostration and, at higher doses, se sciousness.

Repeated dose toxicity
In studies up to 3 months d@ in mice and up to 1 year in rats and dogs, the predominant effects
0

were CNS depression, antj nergic effects, and peripheral haematological disorders. Tolerance
developed to the CNS d%ssion. Growth parameters were decreased at high doses. Reversible effects
consistent with elev. actin in rats included decreased weights of ovaries and uterus and
morphologic changes aginal epithelium and in mammary gland.

Haematologic

Effects on

circulatin

no evi &)
dCMreloped in a few dogs treated with 8 or 10 mg/kg/day (total olanzapine exposure [AUC] is

anaemqi
12 Q&—fold greater than that of a man given a 12 mg dose). In cytopenic dogs, there were no
a effects on progenitor and proliferating cells in the bone marrow.

logy parameters were found in each species, including dose-related reductions in
kdcytes in mice and non-specific reductions of circulating leukocytes in rats; however,
bone marrow cytotoxicity was found. Reversible neutropenia, thrombocytopenia, or

roductive toxicity
blanzapine had no teratogenic effects. Sedation affected mating performance of male rats. Estrous
cycles were affected at doses of 1.1 mg/kg (3 times the maximum human dose) and reproduction
parameters were influenced in rats given 3 mg/kg (9 times the maximum human dose). In the offspring
of rats given olanzapine, delays in foetal development and transient decreases in offspring activity
levels were seen.

Mutagenicity
Olanzapine was not mutagenic or clastogenic in a full range of standard tests, which included bacterial

mutation tests and in vitro and in vivo mammalian tests.

127



Carcinogenicity
Based on the results of studies in mice and rats, it was concluded that olanzapine is not carcinog&

6. PHARMACEUTICAL PARTICULARS s @

6.1 List of excipients {

Mannitol (E421) O
Microcrystalline cellulose Q
Carmellose calcium &

Sucralose
Magnesium stearate
Colloidal anhydrous silica @

6.2  Incompatibilities {
Not applicable. @

6.3 Shelf life QQ

2 years \O

6.4 Special precautions for storage

This medicinal product does not require anyfs 9 storage conditions.

6.5  Nature and contents of cont%

Aluminium/aluminium blister strk@grtons of 28 and 56 orodispersible tablets per carton

Not all pack sizes may be mar, .

6.6 Special precauti{ disposal

No special requiremgQ

7. MAR \IG AUTHORISATION HOLDER

Apotex E @.V.
Baarns %_] 1
3744 @am

T erlands

@ MARKETING AUTHORISATION NUMBER(S)

&U/I/IO/&S/OB—OM

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10.06.2010

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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A. MANUFACTURER RESPO LE FOR BATCH RELEASE
B. CONDITIONS OR RESTQTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITI ND REQUIREMENTS OF THE MARKETING
AUTHORISATI

D. CONDITION@ ESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTI\@ OF THE MEDICINAL PRODUCT

{

R

“
-
N
~

®®
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

APL Swift Services (Malta) Ltd. c@

HF26 Hal Far Industrial Estate, .

Hal Far, Birzebbugia, {\
BBG 3000, Malta. O
Generis Farmacéutica, S.A. Q

Rua Joao de Deus, 19

2700-487 Amadora A\

Portugal

B. CONDITIONS OR RESTRICTIONS REGARDING SQPLY AND USE

Medicinal product subject to medical prescription. QQ

C. OTHER CONDITIONS AND REQUIR@TS OF THE MARKETING
AUTHORISATION O

. Periodic safety update reports (PS@

The marketing authorisation holder ( shall submit PSURSs for this product in accordance
with the requirements set out in the | Union reference dates (EURD list) provided for under
Article 107¢(7) of Directive 200 !@C and published on the European medicines web-portal.

D. CONDITIONS OR R CTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE @l‘HE MEDICINAL PRODUCT

. Risk manageQ&an (RMP)
Not applicable. \
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

1. NAME OF THE MEDICINAL PRODUCT 0\;0
Olanzapine Apotex 2.5 mg film-coated tablets
olanzapine O

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 2.5 mg olanzapine. @

RS
3. LIST OF EXCIPIENTS

Contains lactose. QQ

See package leaflet for further information.

4. PHARMACEUTICAL FORM AND C%TIENTS

28 film-coated tablets Q

5. METHOD AND ROUTE(S) p&)MINISTRATION

N

Oral use
Read the package leaflet befoé.

6. SPECIAL WA G THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SI ND REACH OF CHILDREN

Keep out of thesight and reach of children.

*

‘ 7. Ol&SPECIAL WARNING(S), IF NECESSARY

\_GS(PIRY DATE

é&

‘ 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V. b
Baarnsche Dijk 1 @
3741 LN Baarn @

The Netherlands

L 4
| 12 MARKETING AUTHORISATION NUMBER(S) o\

EU/1/10/635/001 &

| 13.  BATCH NUMBER )

~
BN fb

| 14.  GENERAL CLASSIFICATION FOR SUPPLY ,7{

\4
Medicinal product subject to medical prescription. Q
| 15.  INSTRUCTIONS ON USE ,\Q'
‘ 16. INFORMATION IN BRAILLE FaN

\J
Olanzapine Apotex 2.5 mg film-coated tale

‘ 17. UNIQUE IDENTIFIER — ZﬁwCODE

2D barcode carrying the unique ider@ncluded.

[ 18.  UNIQUE IDENTIFIER® HUMAN READABLE DATA

135



PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 2.5 mg film-coated tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

1. NAME OF THE MEDICINAL PRODUCT * )
N
Olanzapine Apotex 5 mg film-coated tablets
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) Y

Each tablet contains 5 mg olanzapine. @0

‘ 3. LIST OF EXCIPIENTS (

Contains lactose. @

See package leaflet for further information.
N

4. PHARMACEUTICAL FORM AND CONTENTS_

28 film-coated tablets \'

56 film-coated tablets
98 film-coated tablets O

5. METHOD AND ROUTE(S) OF AQINISTRATION

Oral use é

Read the package leaflet before usé

6. SPECIAL WARNIN T THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT A ACH OF CHILDREN
NJ
Keep out of the sight ch of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 9.{_JSPECIAL STORAGE CONDITIONS

%‘10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V. b
Baarnsche Dijk 1 Q/
3741 LN Baarn @

The Netherlands ’\

12. MARKETING AUTHORISATION NUMBER(S) r\\

N4
EU/1/10/635/002-003 \Q
EU/1/10/635/015 A0

&
13. BATCH NUMBER @b

BN

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription Q
VN

| 15.  INSTRUCTIONS ON USE )

N

N

‘ 16. INFORMATION IN BRAILLE

<

Olanzapine Apotex 5 mg film-coated tablet

y 3

[17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the uniq 'Qﬁer included.

| 18.  UNIQUE IDENI@E— HUMAN READABLE DATA

e N
~ \Q
* Q®

N

&

QQJ
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 5 mg film-coated tablets O
[2. NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

1. NAME OF THE MEDICINAL PRODUCT * )
N
Olanzapine Apotex 7.5 mg film-coated tablets
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) Y

Each tablet contains 7.5 mg olanzapine. @Q

‘ 3. LIST OF EXCIPIENTS (

Contains lactose. @

See package leaflet for further information.
N

4. PHARMACEUTICAL FORM AND CONTENTS_

28 film-coated tablets \'

56 film-coated tablets

5.  METHOD AND ROUTE(S) OF A@ISTRATION

Oral use é

Read the package leaflet before use

OF THE SIGHT AN CH OF CHILDREN

6. SPECIAL WARNIN@ THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight an{ of children.
PN

‘ 7. OTHER SPE WARNING(S), IF NECESSARY

N
| 8. EXP]&'@TE

EXP é}K\

* N\
9. E&ECIAL STORAGE CONDITIONS
)

SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V. b
Baarnsche Dijk 1 @
3741 LN Baarn @

The Netherlands

L 4
| 12 MARKETING AUTHORISATION NUMBER(S) o\

EU/1/10/635/004-005 &

| 13.  BATCH NUMBER )

~
BN fb

| 14.  GENERAL CLASSIFICATION FOR SUPPLY ,7{

\4
Medicinal product subject to medical prescription Q
| 15.  INSTRUCTIONS ON USE ,\Q'
‘ 16. INFORMATION IN BRAILLE FaN

\J
Olanzapine Apotex 7.5 mg film-coated tale

‘ 17. UNIQUE IDENTIFIER — ZﬁwCODE

2D barcode carrying the unique @ﬁer included.

[18. UNIQUE IDENTIEQ HUMAN READABLE DATA
PC &

SN

NN N

<
N
~

QQJ
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 7.5 mg film-coated tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

1. NAME OF THE MEDICINAL PRODUCT * )
N
Olanzapine Apotex 10 mg film-coated tablets
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) Y

Each tablet contains 10 mg olanzapine. @0

‘ 3. LIST OF EXCIPIENTS (

Contains lactose. @

See package leaflet for further information.
N

4. PHARMACEUTICAL FORM AND CONTENTS_

28 film-coated tablets \'

56 film-coated tablets
98 film-coated tablets O

5. METHOD AND ROUTE(S) OF AQINISTRATION

Oral use é

Read the package leaflet before usé

6. SPECIAL WARNIN T THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT A ACH OF CHILDREN
NJ
Keep out of the sight ch of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 9.{_JSPECIAL STORAGE CONDITIONS

%‘10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V. b
Baarnsche Dijk 1 Q/
3741 LN Baarn @

The Netherlands ’\

12. MARKETING AUTHORISATION NUMBER(S) r\\

N4
EU/1/10/635/006-007 \Q
EU/1/10/635/016 A0

&
13. BATCH NUMBER @b

BN

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription Q
ey

| 15.  INSTRUCTIONS ON USE )

N

N

‘ 16. INFORMATION IN BRAILLE

Olanzapine Apotex 10 mg film-coated tablet

y 3

[17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the uniq 'Qﬁer included.

| 18.  UNIQUE IDENI@E— HUMAN READABLE DATA

e N
~ \Q
* Q®

N

&

QQJ
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 10 mg film-coated tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

Q.
1. NAME OF THE MEDICINAL PRODUCT &7
* v< ’
Olanzapine Apotex 5 mg orodispersible tablets {\
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) LS
-
Each tablet contains 5 mg olanzapine. 0
| 3. LIST OF EXCIPIENTS "b

%

| 4. PHARMACEUTICAL FORM AND CONTENTS , \{J

28 orodispersible tablets
56 orodispersible tablets

98 orodispersible tablets \O

5. METHOD AND ROUTE(S) OF ADM STRATION

Oral use Q
Read the package leaflet before use.

Place the tablet in your mouth. It will gliickly dissolve with your saliva and can be swallowed.

OF THE SIGHT AN CH OF CHILDREN

6. SPECIAL WARNIN@Q THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight an{ of children.
PN

‘ 7. OTHER SPE WARNING(S), IF NECESSARY

N
| 8. EXP]&'@TE

EXP é}K\

* N\
9. E&ECIAL STORAGE CONDITIONS
)

SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V.
Baarnsche Dijk 1
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3741 LN Baarn
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/008-009
EU/1/10/635/017

| 13.  BATCH NUMBER

BN

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

‘ 15. INSTRUCTIONS ON USE

[ 16.  INFORMATION IN BRAILLE ,\Q'

Olanzapine Apotex 5 mg orodispersible tablet \

N
‘ 17. UNIQUE IDENTIFIER - 2D BA

2D barcode carrying the unique identifier inclided.

y 3

[ 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

s P
,\O

Q

N

)
R

e\@\
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 5 mg orodispersible tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3.  EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

Q.
1. NAME OF THE MEDICINAL PRODUCT &7
* v< ’
Olanzapine Apotex 10 mg orodispersible tablets {\
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) LS
-
Each tablet contains 10 mg olanzapine. 0
| 3. LIST OF EXCIPIENTS "b

%

| 4. PHARMACEUTICAL FORM AND CONTENTS , \{J

28 orodispersible tablets
56 orodispersible tablets

98 orodispersible tablets \O

5. METHOD AND ROUTE(S) OF ADM STRATION

Oral use Q
Read the package leaflet before use.

Place the tablet in your mouth. It will gliickly dissolve with your saliva and can be swallowed.
)

6. SPECIAL WARNING TH
OF THE SIGHT AN

E MEDICINAL PRODUCT MUST BE STORED OUT
OF CHILDREN

Keep out of the sight and r of children.

| 7.  OTHER SPE%. ARNING(S), IF NECESSARY

N\

| 8.  EXPIRYPATE

o S

| 9. + SRECIAL STORAGE CONDITIONS

@ SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V.
Baarnsche Dijk 1
3741 LN Baarn
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The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/010-011

EU/1/10/635/018 ¢
| 13.  BATCH NUMBER o |
N4
: &

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15.  INSTRUCTIONS ON USE

Oy
‘ 16. INFORMATION IN BRAILLE Q /

Olanzapine Apotex 10 mg orodispersible tablet \

‘ 17. UNIQUE IDENTIFIER - 2D BARC@BDE

\J
2D barcode carrying the unique identifier i@d.

‘ 18. UNIQUE IDENTIFIER — l-mN READABLE DATA

\Y
S ¢
«

>
R

e\@\
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 10 mg orodispersible tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

Q.
1. NAME OF THE MEDICINAL PRODUCT &7
* v< ’
Olanzapine Apotex 15 mg orodispersible tablets {\
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) LS
-
Each tablet contains 15 mg olanzapine. 0
| 3. LIST OF EXCIPIENTS "b

%

| 4. PHARMACEUTICAL FORM AND CONTENTS , \{J

28 orodispersible tablets Q
VN

| 5. METHOD AND ROUTE(S) OF ADMINQ@‘ION

Oral use
Read the package leaflet before use.
Place the tablet in your mouth. It will quicl@solve with your saliva and can be swallowed.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND RE OF CHILDREN

Keep out of the sight and reac@hildren.
O

| 7.  OTHER SPECIQ@(RNING(S), IF NECESSARY

8. EXPIR TE2

SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V.
Baarnsche Dijk 1
3741 LN Baarn

The Netherlands
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| 12.

MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/012
| 13.  BATCH NUMBER CA
L 4 v}
B QO
O
| 14.  GENERAL CLASSIFICATION FOR SUPPLY 7

Medicinal product subject to medical prescription

a
| 15.  INSTRUCTIONS ON USE /O"
‘ 16. INFORMATION IN BRAILLE @.\
Olanzapine Apotex 15 mg orodispersible tablet Q
‘ 17. UNIQUE IDENTIFIER - 2D BARCODE o~

\JJ
2D barcode carrying the unique identifier included.\

.

| 18.

UNIQUE IDENTIFIER - HUMANREADABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 15 mg orodispersible tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON BOX Q

Q.
1. NAME OF THE MEDICINAL PRODUCT &7
* v< ’
Olanzapine Apotex 20 mg orodispersible tablets {\
olanzapine O
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) LS
-
Each tablet contains 20 mg olanzapine. 0
| 3. LIST OF EXCIPIENTS "b

%

| 4. PHARMACEUTICAL FORM AND CONTENTS , \{J

28 orodispersible tablets
56 orodispersible tablets

T
5. METHOD AND ROUTE(S) OF ADMINI&TION

Oral use O

Read the package leaflet before use.
Place the tablet in your mouth. It will quickly®dissolve with your saliva and can be swallowed.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND RE OF CHILDREN

Keep out of the sight and reac@hildren.
O

| 7.  OTHER SPECIQ@(RNING(S), IF NECESSARY

8. EXPIR TE2

SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Apotex Europe B.V.
Baarnsche Dijk 1
3741 LN Baarn

The Netherlands
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| 12.

MARKETING AUTHORISATION NUMBER(S)

EU/1/10/635/013-014

|13.  BATCH NUMBER ‘7
-
. o
o~
| 14.  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15.

INSTRUCTIONS ON USE

| 16.

INFORMATION IN BRAILLE A

Olanzapine Apotex 20 mg orodispersible tablet Q D
N

[17.

UNIQUE IDENTIFIER - 2D BARCODE_\_J
S

2D barcode carrying the unique identifier inclu@

| 18.

UNIQUE IDENTIFIER — HUM@ADABLE DATA
g

PC
SN
NN
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PARTICULARS TO APPEAR ON IMMEDIATE PACKAGING

BLISTER PACK
| 1.  NAME OF THE MEDICINAL PRODUCT )
N
Olanzapine Apotex 20 mg orodispersible tablets O
[2.  NAME OF THE MARKETING AUTHORISATION HOLDER [
N
Apotex Europe B.V. 0

3. EXPIRY DATE 7

EXP

|4. BATCH NUMBER

BN AQQ

5. OTHER NN\
N
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Package leaflet: Information for the user

Olanzapine Apotex 2.5 mg film-coated tablets
Olanzapine Apotex 5 mg film-coated tablets
Olanzapine Apotex 7.5 mg film-coated tablets @

Olanzapine Apotex 10 mg film-coated tablets

Olanzapine {\

Read all of this leaflet carefully before you start using this medicine beca@gﬂntains

important information for you. &

- Keep this leaflet. You may need to read it again.

- Ifyou have any further questions, ask your doctor or pharmacist. 0

- This medicine has been prescribed for you only. Do not pass it on @ers. It may harm them,
even if their signs of illness are the same as yours.

- Ifyou get any side effects talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet Q D

What Olanzapine Apotex is and what it is
la

What you need to know before you take O pine Apotex
How to take Olanzapine Apotex

Possible side effects

How to store Olanzapine Apotex

Contents of the pack and other inforthgtion

Xo

1. What Olanzapine Apote Cﬁ what it is used for

Sk W=

Olanzapine Apotex contains t 1ve substance olanzapine. Olanzapine Apotex belongs to a group of
medicines called antipsychoti d is used to treat the following conditions:

e Schizophrenia, &disease with symptoms such as hearing, seeing or sensing things which are
not there, mi n beliefs, unusual suspiciousness, and becoming withdrawn. People with this
disease may al8¢q feel depressed, anxious or tense.

. Modera&severe manic episodes, a condition with symptoms of excitement or euphoria.

Olanzapine has been shown to prevent recurrence of these symptoms in patients with bipolar
disordeﬂ\\ ¢ manic episode has responded to olanzapine treatment.

.
2. \Vhat you need to know before you take Olanzapine Apotex

@-ot take Olanzapine Apotex

o~ [f you are allergic (hypersensitive) to olanzapine or any of the other ingredients of this medicine
(listed in section 6). An allergic reaction may be recognised as a rash, itching, a swollen face,
swollen lips or shortness of breath. If this has happened to you, tell your doctor.

« Ifyou have been previously diagnosed with eye problems such as certain kinds of glaucoma
(increased pressure in the eye).

Warnings and precautions

Talk to your doctor or pharmacist before taking Olanzapine Apotex.

« The use of Olanzapine Apotex in elderly patients with dementia is not recommended as it may
have serious side effects.
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o Medicines of this type may cause unusual movements mainly of the face or tongue. If this happens
after you have been given Olanzapine Apotex tell your doctor.

« Very rarely, medicines of this type cause a combination of fever, faster breathing, sweating,
muscle stiffness and drowsiness or sleepiness. If this happens, contact your doctor at once.

« Weight gain has been seen in patients taking Olanzapine Apotex. You and your doctor s
check your weight regularly. Consider referral to a dietician or help with a diet plan if ry.

o High blood sugar and high levels of fat (triglycerides and cholesterol) have been see; tients
taking Olanzapine Apotex. Your doctor should do blood tests to check blood sug &certain fat
levels before you start taking Olanzapine Apotex and regularly during treatmen

o Tell the doctor if you or someone else in your family has a history of blood CIOO medicines

like these have been associated with the formation of blood clots. Q
&le:

If you suffer from any of the following illnesses tell your doctor as soon a%

o Stroke or “mini” stroke (temporary symptoms of stroke) @
« Parkinson’s disease

« Prostate problems

o A blocked intestine (Paralytic ileus)

« Liver or kidney disease @
« Blood disorders Q
o Heart disease

« Diabetes Q

o Seizures

o Ifyou know that you may have salt depletion &esult of prolonged severe diarrhoea and
vomiting (being sick) or usage of diuretics Ser tablets)

If you suffer from dementia, you or your c&lative should tell your doctor if you have ever had a
stroke or “mini” stroke.

As a routine precaution, if you are S years your blood pressure may be monitored by your

doctor.
Children and adolescents b

Olanzapine Apotex is n@tients who are under 18 years.
Other medicines a zapine Apotex

Only take other ge& while you are on Olanzapine Apotex if your doctor tells you that you can.

You might feel sy if Olanzapine Apotex is taken in combination with antidepressants or
medicines tak nxiety or to help you sleep (tranquillisers).

Tell your @ if you are taking, have recently taken or might take any other medicines.
icines for Parkinson’s disease.

bamazepine (an anti-epileptic and mood stabiliser), fluvoxamine (an antidepressant) or
ciprofloxacin (an antibiotic) — it may be necessary to change your Olanzapine Apotex dose.

&lanzapine Apotex with alcohol
Do not drink any alcohol if you have been given Olanzapine Apotex as together with alcohol it may

make you feel drowsy.

In %@w‘, tell your doctor if you are taking:
[ ]
[ ]

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.You should not be given this medicine when breast-
feeding, as small amounts of Olanzapine Apotex can pass into breast milk.
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The following symptoms may occur in newborn babies, of mothers that have used Olanzapine Apotex
in the last trimester (last three months of their pregnancy): shaking, muscle stiffness and/or weakness,
sleepiness, agitation, breathing problems, and difficulty in feeding. If your baby develops any oftthese
symptoms you may need to contact your doctor. ‘6

Driving and using machines ;@

There is a risk of feeling drowsy when you are given Olanzapine Apotex. If this happen: t drive
or operate any tools or machines. Tell your doctor. {
Olanzapine Apotex contains lactose O

If you have been told by your doctor that you have an intolerance to some sugag$, entact your doctor
before taking this medicinal product. &

3. How to take Olanzapine Apotex

Always take this medicine exactly as your doctor has told you. Cthith your doctor or pharmacist

if you are not sure. @

Your doctor will tell you how many Olanzapine Apotex tabl%take and how long you should
continue to take them. The daily dose of Olanzapine Apof€xn ween 5 mg and 20 mg. Consult your
doctor if your symptoms return but do not stop taking apine Apotex unless your doctor tells you
to.

You should take your Olanzapine Apotex tabletssgnce a day following the advice of your doctor. Try
to take your tablets at the same time each day. s not matter whether you take them with or

without food. &
Olanzapine Apotex film-coated tablets are ral use. You should swallow the Olanzapine Apotex
tablets whole with water. &

Qan you should

If you take more Olanzapine Apete
Patients who have taken mor: Iﬁ%ine Apotex than they should have experienced the following
symptoms: rapid beating of th , agitation/aggressiveness, problems with speech, unusual
movements (especially of t or tongue) and reduced level of consciousness. Other symptoms
may be: acute confusion, es (epilepsy), coma, a combination of fever, faster breathing, sweating,
muscle stiffness and dro&ljless or sleepiness, slowing of the breathing rate, aspiration, high blood
pressure or low bloo sure, abnormal rhythms of the heart. Contact your doctor or hospital straight
away if you exp%c y of the above symptoms. Show the doctor your pack of tablets.

If you forget ﬂae Olanzapine Apotex
Take your t s soon as you remember. Do not take two doses in one day.

.
If you N ing Olanzapine Apotex
Do n tm taking your tablets just because you feel better. It is important that you carry on taking
Olgngapine Apotex for as long as your doctor tells you.
@u suddenly stop taking Olanzapine Apotex, symptoms such as sweating, unable to sleep, tremor,
iety or nausea and vomiting might occur. Your doctor may suggest you to reduce the dose
radually before stopping treatment.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Tell your doctor immediately if you have:

¢ unusual movement (a common side effect that may affect up to 1 in 10 people) mainly of the
face or tongue;

e blood clots in the veins (an uncommon side effect that may affect up to 1 in 100 people)
especially in the legs (symptoms include swelling, pain, and redness in the leg), which@ ravel
through blood vessels to the lungs causing chest pain and difficulty in breathing. If you'netice any
of these symptoms seek medical advice immediately; * %

e a combination of fever, faster breathing, sweating, muscle stiffness and drowsil@ sleepiness
(the frequency of this side effect cannot be estimated from the available datao

Very common side effects (may affect more than 1 in 10 people) include wei aift; sleepiness; and
increases in levels of prolactin in the blood. In the early stages of treatment, eople may feel
dizzy or faint (with a slow heart rate), especially when getting up from a lyingor sitting position. This
will usually pass on its own but if it does not, tell your doctor. @

Common side effects (may affect up to 1 in 10 people) include chﬁzs in the levels of some blood
cells, circulating fats and early in treatment, temporary increase@; er enzymes; increases in the level
of sugars in the blood and urine; increases in levels of uric aci creatine phosphokinase in the blood;
feeling more hungry; dizziness; restlessness; tremor; unusua%ements(dyskinesias); constipation; dry
mouth; rash; loss of strength; extreme tiredness; water n@n ading to swelling of the hands, ankles
or feet; fever; joint pain; and sexual dysfunctions suc reased libido in males and females or
erectile dysfunction in males. \16

Uncommon side effects (may affect up to 1 in eople) include hypersensitivity (e.g. swelling in the
mouth and throat, itching, rash); diabetes or th@sening of diabetes, occasionally associated with
ketoacidosis (ketones in the blood and uringoma; seizures, usually associated with a history of
seizures (epilepsy); muscle stiffness or spasnis (including eye movements); restless legs syndrome
problems with speech; stuttering; slo art rate; sensitivity to sunlight; bleeding from the nose;
abdominal distension; drooling; memOry I8ss or forgetfulness; urinary incontinence; lack of ability to

urinate; hair loss; absence or decreagc¥w’menstrual periods; and changes in breasts in males and females
such as an abnormal producti O@As‘t milk or abnormal growth.

Rare side effects (may affe 1 in 1000 people) include lowering of normal body temperature;
abnormal rhythms of the sudden unexplained death; inflammation of the pancreas causing severe

stomach pain, fever and Sickness; liver disease appearing as yellowing of the skin and white parts of the
eyes; muscle disease nting as unexplained aches and pains; and prolonged and/or painful erection.

Very rare side eN include serious allergic reactions such as Drug Reaction with Eosinophilia and
Systemic Sy (DRESS). DRESS appears initially as flu-like symptoms with a rash on the face
and then wi tended rash, high temperature, enlarged lymph nodes, increased levels of liver
enzymes \ in blood tests and an increase in a type of white blood cell (eosinophilia).

Wh @g olanzapine, elderly patients with dementia may suffer from stroke, pneumonia, urinary
’nw nce, falls, extreme tiredness, visual hallucinations, a rise in body temperature, redness of the
d

—

sk have trouble walking. Some fatal cases have been reported in this particular group of patients.

\}@patients with Parkinson's disease Olanzapine Apotex may worsen the symptoms.

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store Olanzapine Apotex
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Keep this medicine out of sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and blister after EX@
expiry date refers to the last day of that month. @

This medicinal product does not require any special storage conditions. . %

Do not throw away any medicines via wastewater or household waste. Ask your ph &st how to
throw away medicines you no longer use. These measures will help protect the env@nent.

6. Contents of the pack and other information S’

What Olanzapine Apotex contains @
The active substance is olanzapine.

« Each Olanzapine Apotex 2.5 mg film-coated tablet contains 2@5; olanzapine.
« Each Olanzapine Apotex 5 mg film-coated tablet contains anzapine.

« Each Olanzapine Apotex 7.5 mg film-coated tablet cont: mg olanzapine.
« Each Olanzapine Apotex 10 mg film-coated tablet conta@ mg olanzapine.

The other ingredients are (tablet core) lactose monohy, Qnicrocrystalline cellulose, maize
starch, magnesium stearate, (tablet coat) hypromeligs roxypropylcellulose, macrogol 8000,
titanium dioxide (E171).

What Olanzapine Apotex looks like and con@ of the pack

o Olanzapine Apotex 2.5 mg are white, rgundy biconvex film-coated tablets engraved ‘APO’ on one
side and ‘OLA’ over ‘2.5’ on the other side.

o Olanzapine Apotex 5 mg are whit%nd biconvex film-coated tablets engraved ‘APO’ on one
side and ‘OLA’ over ‘5’ on the ofher,side.

, round biconvex film-coated tablets engraved ‘APO’ on one

o Olanzapine Apotex 7.5 mg are

side and ‘OLA’ over ‘7.5’gn%he/Other side.
« Olanzapine Apotex 10 mhite, round biconvex film-coated tablets engraved ‘APO’ on one
side and ‘OLA’ over * 6 e other side.

o Olanzapine Apotex 2% mg film-coated tablets are available in blisters packs of 28 tablets.

« Olanzapine Apo 5 mg film-coated tablets are available in blisters packs of 28 and 56 tablets.

o Olanzapine Apotex¥, mg and 10 mg film- coated tablets are available in blister packs of 28, 56
and 98 tablets?

Not all pac@&ay be marketed.
.

Mark uthorisation Holder

Al (ﬂx ope B.V.

B e Dijk 1

G

Baarn
Netherlands

%’lanufacturer
eneris Farmacéutica, S.A.

Rua Joao de Deus, 19
2700-487 Amadora
Portugal

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:
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Belgié/Belgique/Belgien

Luxembourg/Luxemburg

NV Apotex SA NV Apotex SA

Tél/Tel:(32) 475.35.40 Tél/Tel:(32) 475.35.40 t
boarapus Magyarorszag

Apotex Europe B.V. Apotex Europe B.V. @
ten. (31) 35. 542.99. 33 Tel: (31) 35. 542.99. 33 . %
Ceska republika Malta \
Aurovitas, spol. s r.0. Apotex Europe B.V.

Tel: (420) 234.705.721 Tel: (31) 35.542.99.33 O
Danmark Nederland Q
Apotex Europe B.V. Apotex Nederland B.V. &

TIf.: (31) 35. 542.99. 33 Tel: (31) 71. 52.43.100 0
Deutschland Norge

Apotex Europe B.V. Apotex Europe B.V. @

Tel: (31) 35. 542.99. 33 TIf.: (31) 35. 542.99. 33

Eesti Osterreich Q/

Apotex Europe B.V. Apotex Euro 4

Tel: (31) 35.542.99. 33 Tel: 31) 35@9. 33

EAlLada Polska Q

Apotex Europe B.V. Auroyi harma Polska Sp. z o.0.

TnA: (31) 35. 542.99. 33 T 22.311.20.00

Espaiia Portugal

Aurovitas Spain, S.A.U.Tel: (34) tex Europe B.V.

91.630.86.45 81: (31) 35. 542.99. 33

France Q

NV Apotex SA A

Tél: (32) 475.35.40 X Rominia

Hrvatska Apotex Europe B.V.

Apotex Europe B.V.. 0 Tel: (31) 35. 542.99. 33

Tel: (31) 35. 542.99. 33 b

Ireland Slovenija

Apotex Europe B.V. Apotex Europe B.V.

Tel: (31)35.542.99.3 Tel: (31) 35. 542.99. 33

island Slovenska republika

Apotex Europe B, V.

Stmi: (31) 35.;%0. 33
Italia

Apotex Eutgpe B.V.

Tel: (3};& 42.99. 33

ija
potex Europe B.V.
Tel: (31) 35.542.99. 33

Lietuva
Apotex Europe B.V.
Tel. (31) 35. 542.99. 33

Apotex Europe B.V.
Tel: (31) 35. 542.99. 33

Suomi/Finland
Apotex Europe B.V.
Puh/Tel: (31) 35. 542.99. 33

Sverige
Apotex Europe B.V.
Tel: (31) 35. 542.99. 33

United Kingdom
Apotex Europe B.V.
Tel: (31) 35.542.99.33

This leaflet was last revised in {month XXXX}.
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Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

165



Package leaflet: Information for the user

Olanzapine Apotex 5 mg orodispersible tablets
Olanzapine Apotex 10 mg orodispersible tablets
Olanzapine Apotex 15 mg orodispersible tablets @

Olanzapine Apotex 20 mg orodispersible tablets

Olanzapine {\
Read all of this leaflet carefully before you start using this medicine becau@contains
important information for you. Q
- Keep this leaflet. You may need to read it again. &
- Ifyou have any further questions, ask your doctor or pharmacist.
- This medicine has been prescribed for you only. Do not pass it on to dthers. It may harm them,
even if their signs of illness are the same as yours.

- Ifyou get any side effects talk to your doctor or pharmacist. This inchades any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet
. What Olanzapine Apotex is and what it is used fi q
What you need to know before you take Olan ontex
How to take Olanzapine Apotex
Possible side effects \
How to store Olanzapine Apotex
Contents of the pack and other informa

<

1. What Olanzapine Apotex is mvhat it is used for

SNk Wb =

medicines called antipsychotia 1§'used to treat the following conditions:

e Schizophrenia, a disea§e*with symptoms such as hearing, seeing or sensing things which are
not there, mistakenbeltefS, unusual suspiciousness, and becoming withdrawn. People with this
disease may also Q epressed, anxious or tense.

e Moderate to sev@ig manic episodes, a condition with symptoms of excitement or euphoria.

Olanzapine Apotex contains the aca'\gs!bstance olanzapine. Olanzapine Apotex belongs to a group of

Olanzapine Apqtex hasN§een shown to prevent recurrence of these symptoms in patients with bipolar
disorder whose manic episode has responded to olanzapine treatment.

2. h@)u need to know before you take Olanzapine Apotex

D tCJ& Olanzapine Apotex
. are allergic (hypersensitive) to olanzapine or any of the other ingredients of this medicine

ted in section 6). An allergic reaction may be recognised as a rash, itching, a swollen face,
wollen lips or shortness of breath. If this has happened to you, tell your doctor.
" If you have been previously diagnosed with eye problems such as certain kinds of glaucoma
(increased pressure in the eye).

Warnings and precautions

Talk to your doctor or pharmacist before taking Olanzapine Apotex.

e The use of Olanzapine Apotex in elderly patients with dementia is not recommended as it may have
serious side effects.

o Medicines of this type may cause unusual movements mainly of the face or tongue. If this happens
after you have been given Olanzapine Apotex tell your doctor.

o Very rarely, medicines of this type cause a combination of fever, faster breathing, sweating,
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muscle stiffness and drowsiness or sleepiness. If this happens, contact your doctor at once.

« Weight gain has been seen in patients taking Olanzapine Apotex. You and your doctor should
check your weight regularly. Consider referral to a dietician or help with a diet plan if nece

« High blood sugar and high levels of fat (triglycerides and cholesterol) have been seen in pat
taking Olanzapine Apotex. Your doctor should do blood tests to check blood sugar and cgffaiitat
levels before you start taking Olanzapine Apotex and regularly during treatment.

o Tell the doctor if you or someone else in your family has a history of blood clots, as@ines
like these have been associated with formation of blood clots. {

If you suffer from any of the following illnesses tell your doctor as soon as possibl

Parkinson’s disease

Prostate problems

A blocked intestine (Paralytic ileus)
Liver or kidney disease

Blood disorders {

Stroke or “mini” stroke (temporary symptoms of stroke) &

Heart disease

Diabetes

Seizures

If you know that you may have salt depletion as a regul olonged severe diarrhoea and
vomiting (being sick) or usage of diuretics (water@ )

If you suffer from dementia, you or your carer/y€tative should tell your doctor if you have ever had a
stroke or “mini” stroke.

As a routine precaution, if you are over{SJyeQS your blood pressure may be monitored by your
doctor.

Children and adolescents D(J

Olanzapine Apotex is not for zl who are under 18 years.

Other medicines and Ola@ e Apotex

Only take other medicin e you are on Olanzapine Apotex if your doctor tells you that you can.
You might feel drowsyif'@lanzapine Apotex is taken in combination with antidepressants or
medicines taken for Qy or to help you sleep (tranquillisers).

Tell your docto Mu are taking, have recently taken or might take any other medicines.

In particulaf] our doctor if you are taking:

e mediCigeSfor Parkinson’s disease.
. c.ar@pine (an anti-epileptic and mood stabiliser), fluvoxamine (an antidepressant) or
zi& xacin (an antibiotic) — it may be necessary to change your Olanzapine Apotex dose.

apine Apotex with alcohol
ot drink any alcohol if you have been given Olanzapine Apotex as together with alcohol it may
ake you feel drowsy.

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.

You should not be given this medicine when breast-feeding, as small amounts of OlanzapineApotex
can pass into breast milk

The following symptoms may occur in newborn babies, of mothers that have used Olanzapine Apotex
in the last trimester (last three months of their pregnancy): shaking, muscle stiffness and/or weakness,
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sleepiness, agitation, breathing problems, and difficulty in feeding. If your baby develops any of these
symptoms you may need to contact your doctor.

Driving and using machines
There is a risk of feeling drowsy when you are given Olanzapine Apotex. If this happens do e

or operate any tools or machines. Tell your doctor. c
* \

3. How to take Olanzapine Apotex é

Always take this medicine exactly as your doctor has told you. Check with y or or pharmacist

if you are not sure. &

Your doctor will tell you how many Olanzapine Apotex tablets to take an&how long you should
continue to take them. The daily dose of Olanzapine Apotex is betwee and 20 mg. Consult your
doctor if your symptoms return but do not stop taking Olanzapine i)te nless your doctor tells you
to.

You should take your Olanzapine Apotex tablets once a day f@ &g the advice of your doctor. Try
to take your tablets at the same time each day. It does not mé @v hether you take them with or
without food. Olanzapine Apotex orodispersible tablets @ oral use.

Olanzapine Apotex tablets break easily, so you sh ldle the tablets carefully. Do not handle the
tablets with wet hands as the tablets may break up.

You can also place the tablet in a full glass or (@f water, orange juice, apple juice, milk or or coffee
and stir. With some drinks, the mixture m. ge colour and possibly become cloudy. Drink it
straight away.

If you take more Olanzapine Apotﬁ!ﬁ you should

Patients who have taken more Ola i g Apotex than they should have experienced the following
symptoms: rapid beating of th gitation/aggressiveness, problems with speech, unusual
movements (especially of the h@t tongue) and reduced level of consciousness. Other symptoms
may be: acute confusion, sei epilepsy), coma, a combination of fever, faster breathing, sweating,
muscle stiffness and dro @* or sleepiness, slowing of the breathing rate, aspiration, high blood
pressure or low blood pfégsure, abnormal rhythms of the heart. Contact your doctor or hospital straight
away if you experie y of the above symptoms. Show the doctor your pack of tablets.

If you forget to take Olanzapine Apotex
Take your tab% soon as you remember. Do not take two doses in one day.

If you s king Olanzapine Apotex

Do not ing your tablets just because you feel better. It is important that you carry on taking

OlanK' Apotex for as long as your doctor tells you.

If uddenly stop taking Olanzapine Apotex, symptoms such as sweating, unable to sleep, tremor,
jety or nausea and vomiting might occur. Your doctor may suggest you to reduce the dose
dually before stopping treatment.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor immediately if you have:
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¢ unusual movement (a common side effect that may affect up to 1 in 10 people) mainly of the
face or tongue;

e blood clots in the veins (an uncommon side effect that may affect up to 1 in 100 people)
especially in the legs (symptoms include swelling, pain, and redness in the leg), which m; el
through blood vessels to the lungs causing chest pain and difficulty in breathing. If yo@ce any
of these symptoms seek medical advice immediately;

e a combination of fever, faster breathing, sweating, muscle stiffness and drowsinés@eepiness
(the frequency of this side effect cannot be estimated from the available data).

Very common side effects (may affect more than 1 in 10 people) include wei
increases in levels of prolactin in the blood. In the early stages of treatment,
dizzy or faint (with a slow heart rate), especially when getting up from a lyi
will usually pass on its own but if it does not, tell your doctor.

its"Sleepiness; and
eople may feel
itting position. This

Common side effects (may affect up to 1 in 10 people) include changes in the levels of some blood
cells, circulating fats and early in treatment, temporary increases iffdhiver enzymes; increases in the level
of sugars in the blood and urine; increases in levels of uric acid reatine phosphokinase in the blood;
feeling more hungry; dizziness; restlessness; tremor; unusua ents(dyskinesias); constipation; dry
mouth; rash; loss of strength; extreme tiredness; water rete %ading to swelling of the hands, ankles
or feet; fever; joint pain; and sexual dysfunctions such a@a ed libido in males and females or
erectile dysfunction in males. O

Uncommon side effects (may affect up to 1 in 100 pedple) include hypersensitivity (e.g. swelling in the
mouth and throat, itching, rash); diabetes or th sening of diabetes, occasionally associated with
ketoacidosis (ketones in the blood and urine ma; seizures, usually associated with a history of
seizures (epilepsy); muscle stiffness or spa@ncluding eye movements); restless legs syndrome
problems with speech; stuttering; slow heart rate; sensitivity to sunlight; bleeding from the nose;
abdominal distension; drooling; mem oss or forgetfulness; urinary incontinence; lack of ability to

urinate; hair loss; absence or decreasg in menstrual periods; and changes in breasts in males and females
such as an abnormal production (@ t milk or abnormal growth.

Rare side effects (may affect \@1 in 1000 people) include lowering of normal body temperature;

abnormal rhythms of the h dden unexplained death; inflammation of the pancreas causing severe
stomach pain, fever and ms; liver disease appearing as yellowing of the skin and white parts of the
eyes; muscle disease Q ting as unexplained aches and pains; and prolonged and/or painful erection.

Very rare side effects inelude serious allergic reactions such as Drug Reaction with Eosinophilia and
Systemic SymDRESS). DRESS appears initially as flu-like symptoms with a rash on the face
and then with ended rash, high temperature, enlarged lymph nodes, increased levels of liver
enzymes secg blood tests and an increase in a type of white blood cell (eosinophilia).

.
While toking olanzapine, elderly patients with dementia may suffer from stroke, pneumonia, urinary
ingomti e, falls, extreme tiredness, visual hallucinations, a rise in body temperature, redness of the
sk@ have trouble walking. Some fatal cases have been reported in this particular group of patients.

§ @atients with Parkinson's disease Olanzapine Apotex may worsen the symptoms.

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store Olanzapine Apotex
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Keep this medicine out of sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and blister after EXP. The expigy date
refers to the last day of that month.

This medicinal product does not require any special storage conditions.
. Q} ,

Do not throw away any medicines via wastewater or household waste. Ask your pha igt How to

throw away medicines you no longer use. These measures will help protect the envirg‘{ent.

6. Contents of the pack and other information &

What Olanzapine Apotex contains 0

The active substance is olanzapine.

« Each Olanzapine Apotex 5 mg orodispersible tablet contains 5 mg zapine.

« Each Olanzapine Apotex 10 mg orodispersible tablet contains J0 mg olanzapine.

« Each Olanzapine Apotex 15 mg orodispersible tablet contai g olanzapine.

« Each Olanzapine Apotex 20 mg orodispersible tablet contai mg olanzapine.

The other ingredients are mannitol (E421), microcrystalli %Qse, carmellose calcium, sucralose,
magnesium stearate and colloidal anhydrous silica. @

What Olanzapine Apotex looks like and content. e pack
Orodispersible tablet is the technical name for a tablet which dissolves directly in your mouth, so that
it can be easily swallowed.

« Olanzapine Apotex 5 mg orodispersible“tgblets are yellow round flat faced radial edge tablets
engraved ‘APO’ on one side and %over ‘5’ on the other side.

« Olanzapine Apotex 10 mg orodispersible tablets are yellow round flat faced radial edge tablets
engraved ‘APO’ on one side (E}L’ over ‘10’ on the other side.

« Olanzapine Apotex 15 m or%ersible tablets are yellow round flat faced radial edge tablets
engraved ‘APO’ on one sj ‘OL’ over ‘15’ on the other side

« Olanzapine Apotex 20 ispersible tablets are yellow round flat faced radial edge tablets
engraved ‘APO’ on o e and ‘OL’ over ‘20’ on the other side.

« Olanzapine Apot and 10 mg orodispersible tablets are available in blisters packs of 28 , 56
and 98 tablets. g

X

. Olanzapinemz mg orodispersible tablets are available in blister packs of 28 and 56 tablets.
. Olanzapin%) x 15 mg orodispersible tablets are available in blisters packs of 28 tablets.

Not all gac@s may be marketed.
.

N&ng Authorisation Holder
@ x Europe B.V.
rnsche Dijk 1
741 LN Baarn
The Netherlands

Manufacturer

APL Swift Services (Malta) Ltd.
HF26 Hal Far Industrial Estate,
Hal Far, Birzebbugia,

BBG 3000, Malta.
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For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
NV Apotex SA
Tél/Tel:(32) 475.35.40

Bbbarapus
Apotex Europe B.V.
teit. (31) 35. 542.99. 33

Ceska republika
Aurovitas, spol. s r.0.Tel: (420) 234.705.721

Danmark
Apotex Europe B.V.
TIf.: (31) 35. 542.99. 33

Deutschland
Apotex Europe B.V.
Tel: (31) 35. 542.99. 33

Eesti
Apotex Europe B.V.
Tel: (31) 35.542.99. 33

E\Lado
Apotex Europe B.V.
TnA: (31) 35. 542.99. 33

Espaiia
Aurovitas Spain, S.A.U.Tel: (34)

91.630.86.45 0

France

NV Apotex SA

Tél: (32) 475.35.40
Hrvatska

Apotex Europe B.V..

Tel: (31) 35.542.99
Ireland Q
Apotex Europe N

Tel: (31) 35. mbfa 33

Island Q
Apotex Europe B.V.
Sim.i: (81) 33. 542.99. 33

It2 '
@ Europe B.V.
@ 1) 35.542.99. 33

Luxembourg/Luxemburg
NV Apotex SA
Tél/Tel:(32) 475.35.40 ¢

Magyarorszag
Apotex Europe B.V.
Tel: (31) 35.542.99. 33

Malta
Apotex Europe B.V.

Tel: (31)35. 542.99. 330

Nederland

Apotex Nederland B.V.
Tel: (31) 71. 52.433100

Norge
Apotex Eur V.
TIf.: (31 42.99. 33

Ostergeieh
0 ope B.V.
Tel: 35.542.99. 33

@
rovitas Pharma Polska Sp. z o.0.

Tel: (048) 22.311.20.00

Portugal
Apotex Europe B.V.
Tel: (31) 35.542.99. 33

Romania
Apotex Europe B.V.
Tel: (31) 35. 542.99. 33

Slovenija
Apotex Europe B.V.
Tel: (31) 35.542.99. 33

Slovenska republika
Apotex Europe B.V.
Tel: (31) 35.542.99. 33

Suomi/Finland
Apotex Europe B.V.
Puh/Tel: (31) 35. 542.99. 33
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Kvmpog Sverige

Apotex Europe B.V. Apotex Europe B.V.

Tnh: (31) 35. 542.99. 33 Tel: (31) 35. 542.99. 33

Latvija United Kingdom @
Apotex Europe B.V. Apotex Europe B.V. N %
Tel: (31) 35. 542.99. 33 Tel: (31) 35.542.99. 3335.542.99. 3 \
Lietuva

Apotex Europe B.V.

Tel. (31) 35. 542.99. 33 QO
S

This leaflet was last revised in {month XXXX}.

Detailed information on this medicine is available on the European M s Agency web site:

http://www.ema.europa.cu.
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