OLANZAPINE
SALVEO®

10 mg FILM-COATED TABLET
ANTIPSYCHOTIC

FORMULATION
Each film-coated tablet contains:
o !

10mg

PRODUCTDESCRIPTIONS
ine (Salveo) 10 mg is awhite, capsule-shaped, film-coated tablet.

CLINICALPHARMACOLOGY

Pharmacodynamics

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

Olanzapine's mechanism of action, as with other drugs having efficacy in schizophrenia, is unknown. However, it has been proposed that its
efficacy in schizophrenia is mediated through a combination of dopamine and serotonin type 2 (5HT,) antagonism. Olanzapine's mechanism of
actioninthe treatment of acute manic or mixed episodes associated with bipolar | disorder is unknown.

Olanzapine binds with high affinity to the following receptors: serotonin 5HT,,,;, SHT,, dopamine D, ,, histamine H,, and adrenergic a, receptors.
Olanzapine is an antagonist with moderate affinity binding for serotonin 5HT, and muscarinic M, . Olanzapine binds weakly to GABA,,
S .

Antagonism at receptors other than dopamine and 5HT, may explain some of olanzapine's other therapeutic and side effects. Olanzapine's
antagonism of muscarinic M, receptors may explain its annohohnerglc I|ke eﬂeots antagonism of histamine H, receptors may explain

and antagonism of ic a, receptors may explain observed with this drug.
Pharmacokinetics
Olanzapine is well absorbed after oral i Peak plasma is reached in 6 hours after an oral dose. It is
eliminated extenswe\y by first pass metabohsm with approx1mately 40% of the dose metabolized before reaching the systemic circulation.
I kinetics over the clinical dose range of 1to 20 mg. Food does not affect the rate or extent of olanzapine absorption.

The half-life of olanzapine ranges from 21 to 54 hours. Administration of olanzapine once daily leads to steady-state concentrations in about one
week that are approximately twice the concentrations after single doses. Plasma concentrations, half-life and clearance of olanzapine may vary
between individuals on the basis of smoking status, gender and age.

Ol i the body. Its volume of distribution is approxrmately 1,000 L The drug i is highly protein-| bound
(93%) over the concentration range of 7 to 1 110 ng/mL, binding primarily to albumin and a,-acid and its
metabolite have been shown to cross the placenta in humans. Itis also distributed into milk.

Olanzapine is metabolized in the liver primarily by direct glucuronidation and cytochrome P450 (CYP)-mediated oxidation. It is highly
metabolized, with 7% of the dose recovered inthe unne as unchanged drug. Approxrrnately 57% and 30% ofthe dose was recovered in the urine

and feces, ly. The major isthe 10-N- , whichis inactive and does not passthe blood
brain barrier. Cytochmmes P450 CYP1A2 and P450 CYPZDG contribute to the formation of the N 1yl and 2:
both exhibited less in vivo activity than in animal studies. The predornlnant pharmacologic activity is

fromthe parent, olanzapine.
Olanzapine's mean terminal elimination half-life is 33 hours (21 to 54 hours) and the mean olanzapine plasma clearance is 26 L/hr (12to 47 Lihr).

Special Populations:

Renal Impairment: Renal dysfunction alone is unlikely to have a major impact on the i of ine since is highly
metabolized before excretion and only 7% of the drug is excreted The { istics of ine were similar in
patients with severe renal impairment and normal subjects, indicating that dosage adjustment based on the degree of renal impairment is not
required. Olanzapine is not removed by dialysis. The effect of renal impairment on metabolite elimination has not been studied.

Hepatic Impairment: While the presence of hepatic impairment may be expected to reduce the clearance of olanzapine, a study of the effect of
impaired liver function in subjects with clinical significant (Childs Pugh Classification A and B) cirrhosis showed little effect on the
pharmacokinetics of olanzapine.

Geriatric: In a study involving 24 healthy subjects, the mean elimination half-life of olanzapine was about 1.5 times greater in elderly (265 years
old) than in non elderly subjects (<65 years old). Caution should be exercrsed indosing the elderly, particularly if there are other factors that might
additively influence drug and/or pharr

Gender: O clearance is approxi 30% \owerm women than in men. However, there are no apparent differences between men
and womeni i d ffects. Dosage based on gender is not needed.
: Clearance of isabout40% higher kersthanin However, dosage modifications are not

Combined Effects: The combined effects of age, smoking and gender could lead to inetic differences in ions. The
clearance in young smoking males may be 3 times higher than that in elderly nonsmoklng females. Dosing adjustment may be necessary in
patients who exhibita of may resultin slower of
INDICATIONS
+Schizophrenia

+ Acuteand treatment of schi: andrelated inadults and (13to 17 yearsold)

*Bipolar| Disorder (Manic or Mixed Episodes)
+ As monotherapy for the acute and maintenance treatment of manic or mixed episodes associated with Bipolar | Disorder in adults and
adolescents (13to0 17 years old)
* Adjunctto valproate orlithium in the treatment of mamc ormixed episodes associated with Bipolar | Disorder in adults
+ For f manic, mixed or depi pisodes in Bipolar | Disorder
*In Combination with Fluoxetine:
+ Acute treatment of depressive episodes associated with Bipolar | Disorder in adults and children (10to 17 years old)
Olanzapine monotherapy is not indicated for the treatment of depressive episodes associated with Bipolar { Disorder
+ Acute treatment of treatment-resistant depressn)n |n adults (marordepresswe disorder in patients who do not respond to two separate
trials of different of ind duration in th tepisode)
Olanzapine monotherapy is not lndrcated forthe trealrnenlo/ treatment-resistant depression

DOSAGEANDADMINISTRATION
ine alone orin with fluoxetine i ini orally once a day, with or without food.
Schizophrenia
Usual Ol ine Oral Dose
INITIAL TREATMENT
Adults (= 18 years old) A (13 to 17 years old)
Recommended Starting Dose: Recommended starting dose:

5to 10 mg/day, with a target dose of 10 mg/day within several days. 2.50r5mg, with atarget dose of 10 mg/day.

Further dosage adjustment, if indicated, should generally occurat | When dosage adjustments are necessary, dose increments/

intervals of not less than one week, since steady state for of2.50r5mgare
olanzapine would not be achieved for approximately one week in
the typical patient. The safety and efficacy of doses above 20 mg/day have not been

evaluatedin clinical trials.
When dosage adjustments are necessary, dose increments/
of 5mg/day are

MAINTENANCE TREATMENT
The optimum duration of olanzapine therapy is currently unknown. It is generally recommended that responding patients be continued
beyond the acute response, but at the lowest dose needed to maintain remission. Patients should be periodically reassessed to determine
the need for maintenance treatment.

The efficacy of olanzapine, 10 to 20 mg/day, in maintaining | The eﬁlcacy of olanzapine for the malntenance treatment of

treatment response in schizophrenic patients who had been stable in the has not been

on olanzapine for approximately 8 weeks and were then followed systemalncally evaluated. However, maintenance efficacy can be

for relapse has been shown in a placebe trolled trial. extrapolated from adult data along with comparisons of olanzapine
inadultand patient;

Or, as prescribed by a physician.

Prudentlong-term treatment options in adult patients with schizophrenia with remitted first episodes or multiple episodes include either indefinite
maintenance therapy or gradual discontinuation of the antipsychotic agent with close follow-up and a plan to reinstitute treatment upon symptom
recurrence.

Discontinuance of antipsychotic therapy should be considered only after a period of at least 1 year of symptom remission or optimal response
while receiving the antrpsyohonc agent. In patlents who have had multiple previous psychotic episodes or 2 psychotic episodes within 5 years,
indefinite mail i

Bipolar| Disorder (Manic or Mixed Episodes)

Usual ol ine Oral Dose
INITIAL TREATMENT
Adults (= 18 years old) Adolescents (13 to 17 years old)

g d H Recommended starting dose: 2.5 or 5 mg/day,
100r 15 mg/day with atarget dose of 10 mg/day.
Dosage adjustments, if indicated, should generally occur at intervals of not less | When dosage adjustments are necessary, dose
than 24 hours. increments/decrements of 2.5 or 5 mg are

recommended.

When dosage adjustments are necessary, dose increments/decrements of 5
mg/day are recommended The safety and efficacy of doses above 20 mg/day
have notbeen evaluated in clinical trials.
Recommended starting dose as adjunctive treatment to lithium or
valproate: 10 mg/day

Antimanic efficacy was shown in a dose range of 5 to 20 mg/day in clinical trials.
The safety of doses above 20 mg/day has not been evaluated in clinical trials

Preventing recurrence in Bipolar ! Disorder

Recommended starting dose: 10 mg/day

If a new manic, mixed, or depressive episode occurs, olanzapine should be
continued (with dose optimization as needed), with supplementary therapy to
treatmood symptoms, as clinically indicated

For patients already in remission, the recommended starting olanzapine dose is
10mgonce aday

Subsequent adjustment of daily dosage should be based on clinical status within
arange of 5to 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 notless than 24 hours

MAINTENANCE TREATMENT
Itis generally recommended that respondrng patients be continued beyond the acute response, but at the lowest dose needed to maintain
remission. Patients should be periodically the need for treatment.

The benefit of maintaining Bipolar | patients on monotherapy with oral olanzapine | The efficacy of olanzapine for the maintenance
at a dose of 5 to 20 mg/day, after achieving a responder status for an average | treatment of Bipolar | Disorder in the adolescent
duration of two weeks, was shown in a controlled trial. populalron has not been evaluated. However,
efficacy can be from adult
data along with comparison of olanzapine
pharmacokinetic parameters in adult and adolescent
patients.
Or, as prescribed by a physician.

Ol ine in Combination with Fluoxetine
DEPRESSIVE EPISODES ASSOCIATED WITH BIPOLAR | DISORDER
INITIAL TREATMENT
Adults( 18 years old) Children and Adolescents (10 to 17 years old)

Initial dose: Olanzapine 5 mg and fluoxetine 20 mg once a day in Initial dose: Olanzapine 2.5 mg and fluoxetine 20 mg once a day
the evening, with or without food inthe evening, with or without food

Dosage adjustments, if indicated, can be made based on efficacy | Dosage adjustments, if indicated, can be made based on efficacy
and tolerability within the dose ranges of olanzapine 5 to 12.5 mg and tolerability

and fluoxetine 20to 50 mg
Safety of inistration of doses abo ine 12 mg with
1t efficacy hown with ine and fluoxetine fluoxetine 50 mg has not been evaluated in pediatric clinical
in combination with a dose range of olanzapine 6 to 12 mg and studies
fluoxetine 25to 50 mg
Safety of inistration of doses above ine 18 mg with

fluoxetine 75 mg has not been evaluated in clinical studies

MAINTENANCE/ CONTINUATION/ EXTENDED TREATMENT
While there is no body of evidence to answer the question of how long a patient treated with olanzapine and fluoxetine in combination
should remain on it, it is generally accepted that Bipolar | Disorder, including depressive episodes associated with Bipolar | Disorder, is a
chronicillness requiring chronic treatment. The physician should periodically re-examine the need for continued pharmacotherapy.

Or, as prescribed by a physician.

TREATMENT RESISTANT DEPRESSION
INITIAL TREATMENT
Adults (= 18 years old)

Initial dose: Olanzapine 5 mg and fluoxetine 20 mg once a day in the evening, with or without food

Dosage adjustments, if indicated, can be made based on efficacy and tolerability within the dose ranges of olanzapine 5 to 20 mg and
fluoxetine 20 to 50 mg

with fluoxeti ine in combination with a dose range of olanzapine 6 to 18 mg and fluoxetine
25t050mg

Safety of co-administration of doses above 18 mg olanzapine with 75 mg fluoxetine has not been evaluated in clinical studies

MAINTENANCE/ CONTINUATION/ EXTENDED TREATMENT
While there is no body of evidence to answer the question of how long a patient treated with fluoxetine and olanzapine in combination
should remain on it, it is generally accepted that treatment resistant depression is a chronic illness requiring chronic treatment. The
physician should periodically re-examine the need for continued pharmacotherapy.
Or, as ibed by a physician.

Special Populations:

Elderly (=65 years old):

Recommended Olanzapine Starting Dose: 5 mg/day

When necessary, increase in dose should be done with caution in these patients.

Patients with Hepatic and/or Renal Impairment:
Recommended Olanzapine Starting Dose: 5 mg/day
Further dose adjustments, when indicated, should be conservative in these patients.

Smokers:
The starting dose and dose range of olanzapine need not be routinely altered for non-smokers relative to smokers.
Conslderatron should be given to decreasing the starting dose, when more than one factor is present which might result in slower metabolism

le gender, nol king status). Do lation, whenindicated, should be conservative in these patients.
Debilitated patients, patients with a predisposition to hypotensive reactlons patients wnth hepaticimpairment, or patients who exhibit
a combination of factors that may slow the of (female gender, geriatric age,
orthose patients who may be sensitive
R ine Starting Dose for

5mg; when indicated, dose escalation should be perfcrmed wnh cautionin these patients.

R n C: ion with Fluoxetine Starting Dose:
Olanzapine 2.5to 5 mg with ﬂuoxetlne 20mg

Dose modification may be necessary in patients a ion of factors that may slow

When indicated, dose escalation should be done with caution in these patients.
xetine have notbeen systematically studied in patients over 65 years old or in patients below 10 years old.

Or, as prescribed by a physician.

CONTRAINDICATION
« Hypersensitivity to olanzapine or any ingredient of the product

WARNINGS AND PRECAUTIONS

INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-
controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated
patients of between 1.6 to 1.7 times  the risk of death in placebo-treated patients. Over the course of a typical 10-week controlled trial, the
rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo-group. Although the causes of death
were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in
nature. Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic drugs may
increase mortality. The extent to which the findings ofincreased mortality in observational studies may be attributed to the antipsychotic drug
as opposed to some characteristic(s) of the patients is not clear. Olanzapine is not approved for the treatment of patients with dementia-
related psychosis.

General

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. When using olanzapine in combination with fluoxetine, lithium or valproate, also refer to their individual product
literature for additional information

Neuroleptic Mallgnant Syndrome (NMS): There have been reports of NMS, a potentially fatal symptom complex, in association with

drugs, including Clinical i rnclude perp , muscle rigidity, altered mental status,
andewdenoeofautonomlcmsLabrhty(megu\arpu\seorblood pressure and cardi ia). Additional signs may
include elevated creatine kinase, my and acuts failure.

If a patient requires antipsychotic drug treatment after recovery from NMS the potential reintroduction of drug therapy should be carefully
considered. Careful monitoring of patients i ysince NMS have been reported.

Weight Gain: Potential consequences of weight galn should be considered before starting olanzapine. As with all antipsychotics, patients
receiving should receive regular of weight.

Body Temperature Regulation: Disruption of the body's ability to reduce core body temperature has been associated with the use of
antipsychotic agents. Exercise caution when glvmg olanzapine to patients who WI|| be expenencmg condrtlons whrch may contnbute to an
elevationin core body (e.g., exposure toext 9 with

activity, or being subject to dehydration).

Potential for Cognitive and Motor Impairment: Since olanzapine has the potential to cause somnolence and impair judgment, thinking, or
motor skills, patients should be cautioned about operatrng hazardous machinery, including motor vehicles, until they are reasonably certain that
i d

therapy does notaffect
Cardiovascular Effects
Orthostatic F ion: Patients receiving oral ine therapy are reported to devel { iated with dizziness,

tachycardia, and/or syncope, particularly at the initiation of treatment. The risk of ortnostallc hypotension and syncope may be minimized by
initiating therapy with a dose of 5 mg orally once aday. If hypotension occurs, a more gradualitration to the target dose should be considered.

Olanzapine should be used with caution in patients with known disease (history of infarction orlschemra heartfarlure
or conduction disease, and i which would predispose patients to
ia, and treatment with yp i where the of syncope, or and/or brady might put

the patient atincreased medical risk.

Sudden Cardlac Death: Retrospectlve observatronal study snowed patrenls (realed with atypical antlpsycholrcs |nc|ud|ng o\anzaplne ortypical
had a similar d I presumed death compared to non-user: with almost twice
the risk than thatfor non-users. In postmarketing reports with olanzapine, the event of sudden cardiac death has been! reported very rarely.

fects: adverse events such as stroke and transient ischemic attack, including fatalities, were reported in
e\derly pahentswrth demenha related psychosis taking olanzapine.

QT Interval: As with other antipsychotics, caution should be exercised when is ibed with medicines known to increase QT
interval, especral\y in the elderly, |n patients with congenrta\ long QT syndrome congestive heart failure, heart hypertrophy, hypokalemia or
hypc Clinically QT p! in patients treated with olanzaprne

Endocrine and Metabolic Effects
Hyperglycemia and Diabetes Mellitus: Physicians should consider the risks and benefits when prescribing olanzapine to patients with an
establlshed dlagnosrs of diabetes rnellrtus or hawng borderllne increased blood glucose level (fasting 100 to 126 mg/dL, nonfasting 140 to 200

mg/dL). Patients should have baseli dp ofblood gl and body weight.
There have been reports of severe i with i coma, or death, in patients receiving
certain atypical antipsychotic agents including i of the ionship between atypical antipsychotic use and glucose

abnormalities is complicated by the possibility of an increased background risk of diabetes mellitus in patients with schizophrenia and the
increasing incidence of diabetes mellitus in the general population. Epidemiological studies suggest an increased risk of treatment-emergent
hyperglycemia-related adverse reactions in patients treated with the atypical antipsychotics. While relative risk estimates are inconsistent, the
association between atyploal antlpsychoucs and i increases in glucose levels appears to fall on a continuum and olanzapine appears to have a
greater i p ip 3

Any patient treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical antipsychotics should undergo fasting blood
glucose testing. In some cases, hyperglycemia was resolved when the atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the suspect drug. Patients with an established diagnosis of diabetes mellitus
who are started on atypical antipsychotics should be monitored regularly for worsening of glucose control.

Hyperprolactinemia: As wnh olher drugs that antagonize dopamme D, receptors olanzapine elevates prolactin levels and a modest elevation
persists during chronic Elevations with treatment are generally mild, and may decline during continued
administration.

iamay suppress in-releasing hormone (GnRH), resultlngrnreduced pituitary gonadotropin secretion.
Thls inturn, may inhibit reproductive function by impairing gonadal it inboth female and male patlents

gynecomaslla and |mpotence havebeen reported in patients receiving prc' tin-elevating L di inemia when
associated with may lead to bone density in both female and male subjects. Premenopausal women should be
questioned on menstrual rrregulantles and those who experience secondary amenorrhea for longer than six months duration while taking
olanzapine, should b y and offered appropriate therapy.

H i ions in lipids have been observed with olanzapine use. Treatment-emergent clinically significant changes in
fas(rng \lprds were observed in patients with or without evidence of dyslipidemia at baseline. Clinical monitoring, including baseline and periodic
follow-up lipid evaluations in patients using olanzapine, is recommended.

Clinically significant and sometimes very high (> 500 mg/dL) elevations in triglyceride levels have been observed with olanzapine use. Modest
mean increases in total cholesterol have also been seen with olanzapine use.

Hematologic Effects

p and A is: Events of I I related fo ic agents, including
o\anzaplne have been reported. Agranulocytosis has also been reported. Possible risk factors for ia include pi 9
low white blood cell count (WBC) and history of drug-induced leukopenia/neutropenia. Patients with a history of a chmca\ly significant IowWBC or
drug-i |nduoed Ieukopenlalneutropenra should have their complete blood count (CBC) monitored frequently during the first few months of therapy
and di of should be i atthe first sign of a clinically significant decline in WBC in the absence of other causative
factors. Patients with clinically significant neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated
promptly if such symptoms or signs occur. Patients with severe neutropenia (absolute neutrophil count <1,000/mm3) should discontinue
olanzapine and have their WBC followed until recovery.

Hepatic Effects

Transient, { of hepatic ami alanine i (ALT), aspartate aminotransferase (AST) have been
reporled commonly, particularly in early treatment. Caunon should be exerorsed and follow-up organized in patients with: elevated ALT and/or
AST, signs and of hepatic with limited hepatic functional reserve, and who are being

treated wrth potentially hepatotoxnc medicines. O\anzapme treatment should be discontinued in cases where hepatitis (including hepatocellular,
cholestatic or mixed liverinjury) has been diagnosed.

Nervous System Effects

Tardive Dyskinesia: Asyndrome of potentially i ible, involuntary, { may develop in patients treated with antipsychotic
drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, patients are likely to develop
the syndrome at the inception of antipsychotic treatment. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia
is unknown.

The risk of developing tardlve dysklnesra and the likelihood that it will become irreversible are believed to increase as the duration of treatment
and the total drug products to the patient increase. However, the syndrome can develop, although
much less commonly, after relallvely brief periods at low doses or may even arise after discontinuation of treatment.

Comparator studies of one year or less duratlon showed that i iated with a statisti lower inci treatment emergent
dysklnes|a However, the risk of tardi increases with long-t posure and thus, if signs or ftardive appear
in a patient on olanzapine, a dose reduction or drug discontinuation should be considered. These symptoms can temporally deteriorate or even
arise after discontinuation of treatment. Some patients may require treatment with olanzapine despite the presence of the syndrome.

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 (e.g., Alzheimer's dementia). Conditions that lower the seizure threshold may be more prevalent in a population of 2 65 years old.
Seizures have been reported to occur rarely in such patients when treated with olanzapine:

Suicide: The possibility of a suicide attempt is inherent in schizophrenia and in bipolar disorder. Close supervision of high-risk patients should
accompany drug therapy.

Prescriptions for olanzapine should be written for the smallest quantity of tablets consistent with good patient management, in order to reduce the
risk of overdose.

Respiratory Effects

Dysphagia: Esophageal dysrnotllrty and aspiration have been i with anti ic use. Ol ine and other anti agents
should be used cautrously in patients at risk for aspiration pneumonia. Aspiration pneumonia is a common cause of morbldrty and mortality in
patients with 's disease. Ol is notapproved for the treatment of patients with Alzheimer's disease.

Use in Patients with Concomitant lliness

Since clinical experience with olanzapine in patients with concomitant illness is limited, caution is advised when prescribing in patients with
prostatic hypertrophy, narrow-angle glaucoma, or a history of paralytic ileus or related conditions because of the anticholinergic effects of
olanzapine. It should also be used with caution in patients with hepatic impairment, or a history of blood dyscrasias, bone marrow depression, or
myeloproliferative disease.

INTERACTION WITH OTHER MEDICAMENTS

Alcohol: Ethanol (45 mg/70 kg single dose) did not have an effect on olanzapine pharmacokinetics. The coadministration of alcohol (i.e., ethanol)
ith i i € or ich i i i

Antihypertensive agents: Olanzapine, because of its potential for inducing hypotension, may enhance the effects of certain antihypertensive

agents.

Causes an app! 50% increase in ine clearance; this increase is likely due to the fact that carbamazepine is a

potentinducer of CYP1A2 activity.
Activated charcoal: The use of activated charcoal (1 g) reduced the C,, and area under the plasma concentration time curve (AUC) of oral
olanzapine by about 60%. As peak olanzapine levels are not typically obtained until about six hours after dosing, charcoal may be a useful
treatment for olanzapine overdose.
Central nervous system (CNS) acting drugs: Caution should be used when olanzapine is taken in combination with other CNS acting drugs
andalcohol.

i Th

ofdrazepamwith i iated the ¢ { ion observed with ¢

Fluoxetine: Causes a small increase in th and a small decrease in olanzapine clearance. The magnitude
of the impact of this factor is small in comparison to the overall vanablllly between individuals, and thus dose modification is not routinely
recommended.

Fluvoxamine: Decreases the clearance of olanzapine. This results in a mean increase in olanzapine C,,, after fluvoxamine of 54% in female
nonsmokers and 7% in male smokers. The meanincrease in oIanzaprneAUC is52% and 108%, respectlve\y Lower doses of olanzapine should
be in patient treatmentwith i
Levodopa i I i

may ffects of levodopa and dopamine agonists.
n: May cause anincrease in olanzapine clearance.

ti rbrperlden and

oral and ontaining antacids did not affect the oral bioavailability of

Clmetldme and antacids: Single doses of
olanzapine.

Drug metabolizing enzymes: In vitro studies utilizing human liver microsomes showed that olanzapine has little potential to inhibit CYP1A2,
CYP2C9, CYP2C19, CYP2D6, and CYP3A. Thus, olanzapine is unlikely to cause clinically important drug interactions mediated by these
enzymes.

gle d of| ine did not affectthe inetics of ine or ts active
Lithium: Multiple doses ofolanzaplne did notinfluence the kinetics of lithium. C: does notrequire dt of
lithium.
Valproate: Olanzapine did not affect the steady state plasma ions of valproate. C i ine use does not require dosage

adjustment of valproate.
Warfarin: Did not affect olanzapine pharmacokinetics.

STATEMENT ON USAGE FOR HIGH RISK GROUPS

Pregnancy and Lactation

Pregnancy Category C. There are no adequate and well-controlled trials with olanzapine in pregnant females. Seven pregnancies were
observed during clrnlcal trials with olanzapine, including two resulting in normal births, one resulting in neonatal death due to a cardiovascular
defect, thr bortions, and one abortion

Neonates exposed to antipsychotic drugs, during the third trimester of pt are at risk for idal and/or wi after
delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress, and feeding disorder in these
neonates. These complications have varied in severity; while in some cases symptoms have been self-limited, in other cases neonates have
required intensive care unit supportand prolonged hospitalization.

Patients should notify their physician if they become pregnant or intend to become pregnant during treatment with olanzapine. Olanzapine should
be used during pregnancy only if the potential benefitjustifies the potential risk to the fetus.

Labor and Delivery. The effect of olanzapine on labor and delivery in humans is unknown.
In a study of healthy women, was excreted in breast milk. Mean infant exposure (mg/kg) at steady-

state was estimated to be 1.8% of the maternal olanzapine dose (mg/kg). Patients should be advised not to breastfeed an infant if they are taking
olanzapine.

Pediatric (< 18 years old)

When deciding among the i available for clinicians should consider the increased potential (in adolescents as
compared with adults) for weight gain and hyperlipidemia. Clinicians should consider the potential long-term risks when prescribing to
adolescents, and in many cases this may lead them to consider prescribing other drugs firstin adolescents.

The safety and efficacy of olanzapine in children <13 years old have not been established.
The safety and efficacy of olanzapine and fluoxetine in combination n children >10 years old have not been established.

Geriatric (2 65 years old)
Exercise caution with the use of olanzapine in the elderly patlen( reoognlzrng the more frequent hepatic, renal, central nervous system, and

cardmvascular dysfunchons and more frequent use of in this (see P and Dosage and
ion for Special P and Warnings and Precautions).
UNDESIRABLE EFFECTS

Body as a whole: Very common - Falls in the elderly. Common - Accidental injury, fever, back pain, pain in extremity, asthenia, fatigue.
Uncommon- Chills, face edema. Rare - Chills and fever, neck pain, neck rigidity. Unknown - Hypothermia neonatal drug withdrawal syndrome
Cardiovascular: Common - Postural chest pain, y , hypertension. L accident,
i B venous jsm (including pulmonary embolism and deep vein thrombosis), syncope. Unknown -
Ventricular tachycardiaffibrillation
Endocrme and Metabolic: Very Common - Welghl gain, elevated prolaolm Common - Increased appetite, peripheral edema, edema,

elevated levels, hypergly , elevated trglyceride levels, elevated creatine kinase levels, increased uric acid levels.
L - Bilirubinemi libido, i increased alkaline phosphatase acidosis, hypoglycemia,
hypokalemia, hyponatremra Tower or upper extremity edema. Rare - Exacerbation of pre-existing diabetes, goiter, gout, hypernatremia, ketosis,
water intoxication. Unknown - Diabetic coma, diabetic ketoacidosis

inal: Common - Mild transient ffects (e.g ion, dry mouth), d vomiting, d salivation, thirst,

nausea, abdominal pain, diarrhea, flatulence. Uncommon - Nausea and vomiting, tongue edema, inal distension, d i li
fecal impaction, fecal incontinence, gastritis, gastroenteritis, gingivitis, melena, mouth ulceration, oral moniliasis, periodontal abscess, rectal
hemorrhage, stomatitis, tooth caries. Rare - lleus, intestinal obstruction, aphthous stomatitis, enteritis, eructation, esophageal ulcer, glossitis,
tongue discoloration. Unknown -Pancreatitis

ic: Common - ia. L L Unknown -Ti
Hepatic: Common - Increased liver enzymes (ALT, AST). Rare - Fatty depositin the liver. Very Rare - Cholestatic or mixed liver injury. Unknown -
Jaundice, hepatic failure, hepatitis (including hepatocellular)
Musculoskeletal: Common - Extremity pain (other than joint), joint pain, arthralgia, musculoskeletal stiffness, twitching. Uncommon - Arthritis,
arthrosis, leg cramps, myasthenia. Rare - Osteoporosis, bone pain, bursitis, myopathy, rheumatoid arthritis, rhabdomyolysis
Nervous system: Common - Dizziness, personality disorder, akathisia, somnolence, tremor, insomnia, abnormal gait, hypertonia, articulation
impairment, speech disorder, amnesia, paresthesia, depression, apathy, confusion, euphoria, ir
(dystonic, parkinsonism, dyskinetic, and residual events), sedallon headache restlessness agitation, hostility, anxiety, neurosis, hallucinations,

L

abnormal dreams, delusions, emotional lability, mani tior - Suicide attempt, ataxia, dysarthria, stupor,

selzures alcohol mlsuse antisocial reaction, CNS snmulatlon delrrlum dementia, ion, facial paralysis,

ob phobias, ization, stimulant misuse, stuttering, vertigo, withdrawal syndrome (diaphoresis, nausea or

vomiting) Rare Hangover effect, sudden death, coma, neuralgia, paralysis,
tobacco misuse. Unki NMS, tardi i

Respiratory: Common - Rhinitis, increased cough, pharyngitis, dyspnea, nasopharyngitis, respiratory tract infection, sinusitis. Uncommon -
Epistaxis, apnea, asthma, hemoptysis, hyperventilation, hypoxia, laryngitis, voice alteration. Rare - Lung edema, atelectasis, hiccup,
hypoventilation, stridor

Skin and appendages: Common - Sweating, acne, dry skin, funga\ dermatitis, rash Uncommon - Photosensitivity reaction, alopecia, contact
dermatitis, eczema, rash, pruritus, seborrh skin ulcer, urticarial, vesiculobullous
rash. Rare - Hirsutism, pustular rash. Unknown Allergic reachon (eg. anaphy\aclord reaction, angioedema, pruritus, or urticaria), eruptive
xanthomas, leukocytoclasticvasculitis

Special Senses: Common - Amb\yopla abnormal vision, is, corneal lesion. L -Al of ion, dry eyes,
cataract, deafness, diplopia, ear pain, eye hemorrhage, eye inflammation, eye pain, ocular muscle abnormalny, tinnitus, taste perversion. Rare -
Mydriasis, glaucoma, macular miosis, pigment deposits in the eye lens

Urogenital: Common - Urinary incontinence, urinary tract infection, vaginitis, erectile ion in males. L -
Amenorrhea, breast pain, breast in females, or increased { ia, metrorrhagia,
polyuria, urinary frequency, urinary retention, urinary urgency, |mpa|red unnatlon abnormal ejaculation, cystitis, dysuria, hematuria, premenstrual
syndrome, pyuria, enlarged uterine fibroids, vaginal pain. Rare - i mastitis, oliguria. Unknown - Urinary hesitation,
priapism

OVERDOSE AND TREATMENT

Very common symptoms reported for olanzapine overdose include tachycardia, agitation/aggressiveness, dysarthria, various extrapyramidal
symptoms and reduced level of consciousness ranging from sedation to corna Other significant symptoms of overdose include delirium,
convulsion, possible NMS, respiratory depression, aspiration, cardiac and y arrest.
Fatal outcomes have been reported for acute overdoses as low as 450 mg however, survival has also been reponed following acute oral
overdose of approximately 2g.

There is no specific antidote to olanzaprne Induction of emesis is not Standard p forthe of overdose may
be given. The possibility of multipl hould also be i

During acute overdose, airway should be established and maintained. Ensure also that there is adequate oxygenation and ventilation. The use of
activated charcoal for overdose should be considered because the concomitant use of activated charcoal was shown to reduce the oral
bioavailability of olanzapine by 50% to 60%. In patients who are not fully conscious or who have impaired gag reflex, consideration should be
given to administering activated charcoal via a nasogastric tube, once the airway is protected. Olanzapine is not substantially removed by
hemodialysis.

Symptomatic treatment and monitoring of vital organ function should be done according to clinical presentation, such as treatment of hypotension
and circulatory collapse and support of respiratory function. Appropriate measures such as fluids and/or agents
(e.g., noradrenaline) should be given to treat hypotension and orrculalory col\apse Adrenallne dopamrne or olher sympathomlmellc agents
should notbe used since beta sti ion may worsen in the
should b to detect possibl Clo di ' supervision and monllonng should contlnue until the patient recovers.

ADR Reporting Statement
For suspected adverse drug reaction, seek medical attentlon |mmedrately and report to the FDA at www.fda.gov.ph AND Unilab at (+632) 858-

1000 or ilab.com.ph. By reporting , you can help provide more information on the safety of this medicine.
STORAGE CONDITIONS
Store attemperatures not exceeding 30°C. Keep the product out of sightand reach of children. Manufactured by

AMHERST LABORATORIES, INC.
AVAILABILITY UNILAB Pharma Campus
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