
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 

  
 
 
 
 
 
 
        
 
 

PRODUCT DESCRIPTION: 
White to off-white, circular, biconvex, film-coated tablet, plain on both sides. 
 

FORMULATION: 
Each film-coated tablet contains: 
Olanzapine, USP . . . . . . . . . . . . . . . . . . . . . . . . 10 mg 
 
PHARMACODYNAMICS AND PHARMACOKINETICS: 
Pharmacodynamic Properties 
Olanzapine is an antipsychotic agent that demonstrates a broad 
pharmacologic profile across a number of receptor systems. In preclinical 
studies, olanzapine exhibited affinities for serotonin 5-HT2A/C, 5 HT3, 5 HT6 

dopamine D1, D2, D3, D4, D5; muscarinic M1.5; adrenergic α1; and histamine H1, 
receptors. Animal behaviorAL studies with olanzapine indicated 5HT, 
dopamine, and cholinergic antagonism, consistent with the receptor-binding 
profile. Olanzapine demonstrated greater in vitro receptor affinity for 
serotonin 5HT2, as well as greater in vivo serotonin 5HT2 activity compared 
to dopamine D2 receptor affinity and activity. Electrophysiological studies 
demonstrated that olanzapine selectively reduced the firing of mesolimbic 
(A10) dopaminergic neurons, while having little effect on the striatal (A9) 
pathways involved in motor function. Olanzapine reduced a conditioned 
avoidance response, a test indicative antipsychotic activity, at doses below 
those producing catalepsy, an effect indicative of motor side-effects. Unlike 
some other antipsychotic agents, olanzapine increases responding in an 
“anxiolytic” test. 
 
In two of two placebo and two of three comparator controlled trials with over 
2,900 schizophrenic patients presenting with both positive and negative 
symptoms, olanzapine was associated with statistically significantly greater 
improvements in negative as well as positive symptoms. 
 
Pharmacokinetic Properties 
Olanzapine is well absorbed after oral administration, reaching peak plasma 
concentrations within 5 to 8 hours. The absorption is not affected by food. 
Plasma concentrations of olanzapine were linear and dose proportional in 
trials studying doses from 1 to 20 mg. 
Olanzapine is metabolized in the liver by conjugative and oxidative 
pathways. The major circulating metabolite is the 10-N-glucuronide, which in 
theory does not pass the blood-brain barrier. Cytochrome P450 isoforms 
CYP1A2 and CYP2D6 contribute to the formation of the N-desmethyl and 2-
hydroxymethyl metabolites. Both metabolites exhibited significantly less in 
vivo pharmacological activity than olanzapine in animal studies. The 
predominant pharmacologic activity is from the parent olanzapine.  
After oral administration to healthy subjects, the mean terminal elimination 
half-life was 33 hours (21 to 54 hours for 5th to 95th percentile) and the mean 
olanzapine plasma clearance was 26 L/hr (12 to 47 L/hr for the 5th to 95th 
percentile). Olanzapine pharmacokinetics varied on the basis of smoking 
status, gender and age. The following table summarizes these effects:  

  Patient Characteristics       Half-Life (hours)      Plasma Clearance     
  (L/hr) 

Nonsmoking  38.6 18.6 

Smoking 30.4 27.7 

Female 36.7 18.9 

Male 32.3 27.3 

Elderly (65 and older) 51.8 17.5 

Nonelderly 33.8 18.2 

Although smoking status, gender and to a lesser extent, age may affect 
olanzapine clearance and half-life, the magnitude of the impact of these 
single factors in comparison to the overall variability between individuals. 
Adolescents (ages 13 to 17 years) – The pharmacokinetics of olanzapine 
are similar between adolescents and adults. In clinical studies, the average 
olanzapine was approximately 27% higher in adolescents. Demographic 
differences between the adolescents and adults induce a lower average 
body weight and fewer adolescents were smokers. Such factors likely 
contribute to the higher average exposure observed in adolescents. There 
was no significant difference in mean elimination half-life or olanzapine 
plasma clearance between subjects with severely impaired renal function 
compared to individuals with normal renal function. Approximately 57% of 
radio-labeled olanzapine is excreted in urine, principally as metabolites. 
 

Subjects with mild hepatic dysfunction who smoked had reduced clearance 

 
 
 
 
 
 
 
 

 
 
 

 
 

comparable to nonsmoking subjects with no hepatic dysfunction.  
The plasma protein binding of olanzapine was about 93% over the 
concentration range about 7 to about 1000 ng/mL. Olanzapine is bound 
predominantly to albumin, and α1-acid-glycoprotein. 
 
In a study of Caucasians, Japanese and Chinese subjects, there were no 
differences in olanzapine pharmacokinetics among the three populations. 
Cytochrome P450 isoform CYP2DC status does not affect the metabolism of 
olanzapine.  
 

INDICATIONS: 

Adults 
Olanzapine is indicated for the acute and maintenance treatment of 
schizophrenia and other psychoses where positive symptoms (e.g. 
delusions, hallucinations, disordered thinking, hostility and suspiciousness) 
and/or negative symptoms (e.g. flattened affect, emotional and social 
withdrawal, poverty of speech) are prominent. Olanzapine also alleviates the 
secondary affective symptoms commonly associated with schizophrenia and 
related disorders.  
Olanzapine is monotherapy or in combination with lithium or valproate is 
indicated for the treatment of acute manic or mixed episodes in bipolar 
disorder with or without psychotic features and with or without a rapid 
cycling course. 
Olanzapine is indicated for the prevention of recurrence in patients with 
bipolar mania. 
 
Adolescents 
Olanzapine is indicated for the acute treatment of schizophrenia in 
adolescent patients (aged 13 to 17 years). 
Olanzapine is indicated for the acute manic and mixed episodes associated 
with bipolar disorder in adolescent patients (aged 13 to 17 years). 
 
DOSAGE AND ADMINISTRATION: 
Adults 
Schizophrenia and Related Disorders – The recommended starting dose for 
olanzapine is 10 mg administered once a day.  
Acute mania associated with Bipolar Disorder – The recommended starting 
dose for Olanzapine is 15 mg administered once a day as monotherapy or 
10 mg administered once daily in combination therapy with lithium and 
valproate. 
 
Preventing recurrence in bipolar disorder – The recommended starting dose 
is 10mg/ day. For patients who have been receiving olanzapine for 
treatment manic episode, continue therapy for preventing recurrence at the 
same dose. If a new manic, mixed, or depressive episode occurs, 
olanzapine treatment should be continued (with dose optimization 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 general occur at 
intervals of not less than 24 hours. Olanzapine can be given without regards 
for meals absorption is not affected by food. Gradual tapering of the dose 
should be considered when discounting olanzapine.  
A lower starting dose of 5 mg per day may be considered for geriatric 
patients or when clinical factors warrant. A 5 mg starting dose also may be 
considered for patients with severe renal or moderate hepatic impairment.  
 
A lower starting dose may be considered in patients who exhibit a 
combination of factors (female gender, geriatric age, non-smoking status) 
which may slow the metabolism of olanzapine. Olanzapine has not been 
studied in subjects under 13 years of age.   
 
Adolescents 
Schizophrenia and Acute Manic or Mixed Episodes Associated with Bipolar 
in Adolescents: The recommended starting dose for olanzapine is 2.5 mg or 
5 mg administered once a day. It may be given without regard to meals as 
its absorption is not affected by food. The dosage range of olanzapine 

adolescents is 2.5 to 20 mg per day. Daily dosage should be adjusted on the 
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basis of clinical status. When dosage adjustments are necessary, dose 
increments/decrements of 2.5 or 5 mg are recommended. 
 
CONTRAINDICATIONS: 
Olanzapine is contraindicated in patients with a known hypersensitivity to 
any ingredient of the product.  
 
WARNINGS AND PRECAUTIONS: 
Warnings: 
Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom 
complex, has been reported in association with other antipsychotic drugs 
including olanzapine. Clinical manifestations of NMS are hyperpyrexia 
muscle rigidity, altered mental status, and evidence of autonomic instability 
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac 
dysrhythmia). Additional signs may include elevate creatinine 
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. 
Clinical manifestations of NMS or the presence of unexplained high fever 
without clinical manifestations of NMS require discontinuation of all 
antipsychotic drugs, including olanzapine. 
 
Tardive Dyskinesia:  In comparator studies with haloperidol of greater than 
6 weeks, olanzapine was associated with a statistically significant lower 
incidence of treatment emergent dyskinesia. However, because the risk of 
tardive dyskinesia increases with long term exposure to antipsychotic 
medications, a dose reduction or drug discontinuation should be considered 
should signs or symptoms of tardive dyskinesia appear in a patient. These 
symptoms can deteriorate over time or even arise after discontinuation of 
treatment.  
 
Safety Experience in Elderly Patients with Dementia-Related 
Psychosis: In elderly patients with dementia-related psychosis, the 
efficiency of olanzapine has not been established. In placebo-controlled 
clinical trials of elderly patients with dementia-related psychosis, the 
incidence of death in olanzapine-treated patients was significantly greater 
than the placebo-treated patients (3.5% vs. 1.5% respectively). Risk factors 
that may predispose this patient to increased mortality when treated with 
olanzapine include age 80 years sedation, concomitant use of 
benzodiazepines, or presence of pulmonary conditions (e.g., pneumonia 
with or without aspiration).  
 
Precautions: 
Hepatic Function Indices: Transient, asymptomatic elevations of hepatic 
transminases ALT, AST have been occasionally, especially in early 
treatment. Rare postmarketing reports of hepatitis have been received. Very 
rare cases of cholestatic or mixed liver injury have also been reported in the 
postmarketing period. Caution should be exercised in patients with elevated 
ALT and/or AST, in patients with signs and symptoms of hepatic 
impairment, in patients with pre-existing conditions associated with limited 
hepatic functional reserve, and in patients who are being treated with 
potentially hepatotoxic drugs. In the event of elevated ALT and/or AST, 
during treatment, follow up should be organized and dose reduction should 
be considered. 
 
Hyperglycemia and Diabetes Mellitus: There is an increased prevalence 
of diabetes in patients with schizophrenia. As with some other psychotics, 
hyperglycemia, diabetes, exacerbation of preexisting diabetes, ketoacidosis 
and diabetic coma have been reported. Appropriate clinical monitoring is 
recommended in all patients, particularly in diabetic patients and in patients 
with risk factors for the development of diabetes. 
 
Lipid Alterations: Undesirable alterations in lipids have been observed in 
olanzapine treated patients in placebo-controlled clinical trials. Appropriate 
clinical monitoring is recommended. 
 
Cardiac Death: In a retrospective observational study, patients treated with 
atypical antipsychotics (including olanzapine) or typical antipsychotics had a 
similar dose-related increase of presumed sudden cardiac death (SCD) 
compared to non-users of antipsychotics (almost twice the risk than that for 
non-users). In postmarketing reports with olanzapine, the event of SCD has 
been reported very rarely.  
 
Cerebrovascular Adverse Events (CVAE), Including Stroke, in Elderly 
Patients with Dementia: 
Cerebrovascular adverse events, (e.g., stroke, transient ischemic attack), 
including fatalities, were reported in trials of olanzapine in elderly patients 
dementia-related psychosis. In placebo-controlled studies, there was a 
higher incidence of CVAE in patients treated with olanzapine compared to 
patients treated with placebo (1.3% vs. 0.4%, respectively). All patients who 
experienced a cerebrovascular event had pre-existing risk factors known to 
be associated with an increased risk for a CVAE (e.g., history of previous 

CVAE or transient ischemic attack, hypertension, cigarette smoking) and 

presented with concurrent medical conditions and/or concomitant 
medications having a temporal association with CVAE. Olanzapine is not 
approved for the treatment of patients with dementia-related psychosis. 
 
Seizures:  As with other antipsychotic drugs, olanzapine should be used 
cautiously in patients who have a history of seizures or who have conditions 
associated with seizures. Seizures have been reported to occur rarely in 
such patients when treated with olanzapine. 
 
Hematologic Indices: As with other antipsychotic drugs, caution should be 
exercised when using olanzapine in the following types of patients.  
-in patients with low leukocyte and/or neutrophil counts due to any reason; 
-in patients with a history of drug-induced bone marrow depression/toxicity;  
-in patients with bone marrow depression caused by concomitant illness, 
radiation therapy or chemotherapy, and  
-in patients with hypereosinophilic conditions or with myeloproliferative 
disease.  
 
In clinical studies, a significant number of patients with clozapine-related 
neutropenia or agranulocytosis histories received olanzapine without a 
recurrence.  
 
Anticholinergic Activity: Experience during clinical trials revealed a low-
incidence of anticholinergic events. However, as clinical experience with 
olanzapine in patients with concominant disease is limited, caution is 
advised when prescribing in patients with prostatic hypertrophy, paralytic 
ileus, narrow angle glaucoma, or related conditions.  
 
Dopaminergic Antagonism: Olanzapine exhibits in vitro dopamine 
antagonism, and in theory, may antagonize the effects of levodopa and 
dopamine agonists as with other antipsychotic drugs.  
 
General CNS Activity: Given the primary CNS effects of olanzapine, 
additional caution should be used when olanzapine is taken in combination 
with other centrally acting drugs, including alcohol.  
 
PREGNANCY AND LACTATION: 
There are no adequate and well-controlled studies with olanzapine in 
pregnant women. Women should be advised to notify their physicians if they 
become pregnant or intend to become pregnant while taking olanzapine. 
Because of limited experience in humans, this drug should be used in 
pregnancy only when potential benefit justifies potential risk to the fetus.  
 

In a study of lactating, healthy women, olanzapine 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 breast feed an infant if they are taking olanzapine.  
 
INTERACTIONS: 
The metabolism of olanzapine may be affected by inhibitors or induces of 
the P450 cytochrome isoforms, especially CYP1A2 activity. Olanzapine 
clearance was increased by smoking or carbamazepine coadministration. 
Smoking and carbamazepine therapy are known to induce CYP1A2 activity. 
Known potent inhibitors of CYP1A2 activity may decrease olanzapine 
clearance. Olanzapine is not a potent inhibitor of CYP1A2 activity. The 
pharmacokinetics of theophylline, a drug principally metabolized by 
CYP1A2, is not altered by olanzapine.     
 
The following drugs were given with single doses of olanzapine in clinical 
trials and showed no inhibition of metabolism: imipramine or its metabolite 
desipramine (CYP2D6, CYP3A, CYP1A2), warfarin (CYP2C19), 
theophylline (CYP1A2), or diazepam (CYP3A4), CYP2C19). Olanzapine 
also showed no interaction when administered with lithium or biperiden.  
 
Steady state concentrations of olanzapine had no effect on the 
pharmacokinetics of ethanol. However, additive pharmacological effects 
such as increased sedation may occur when ethanol is ingested together 
with olanzapine.  
 
A single dose of an aluminum- and magnesium-containing antacid or 
cimetidine did not affect oral bioavailability of olanzapine. Concomitant 
administration of activated charcoal reduced oral bioavailability of 
olanzapine by 50 to 60%. Fluoxetine (60 mg single dose or 60 g daily for 8 
days) causes a mean 16% increase in the maximum concentration of 
olanzapine and a mean 16% decrease in olanzapine clearance. The 
magnitude of the impact of this factor is small in comparison to the overall 
variability between individuals, and therefore dose modifications are not 
routinely recommended. 
 
Fluvoxamine, a CYP1A2 inhibitor, decreases the clearance of olanzapine. 
This results in a mean increase in olanzapine Cmax following fluvoxamine of 
54% in female non-smokers and 77% in male smokers. 
 
 

The mean increase in olanzapine AUC is 52% and 108%, respectively. 
Lower doses of olanzapine should be considered in patients receiving 
concomitant treatment with fluvoxamine.  
 
Studies in vitro using human liver microsomes showed that olanzapine has 
little potential to inhibit the glucoronidation of valproate, which is the major 
pathway. Furthermore, valproate was found to have little effect on the 
metabolism of olanzapine in vitro. Daily concomitant in vivo administration 
of 10 mg olanzapine for 2 weeks did not affect state plasma concentration of 
valproate. Therefore, concomitant olanzapine administration does not 
require dosage adjustment of valproate.  
 
Olanzapine absorption is not affected by food.  
 
In in vitro studies with human liver microsomes, olanzapines showed little 
potential to inhibit Cytochrome P450 isoforms CYP1A2, CYP2C9, 
CYP2C19, CYP2D6, and CYP3A. 
 
Carcinogenesis, Mutagenesis Impairment of Fertility, Animal Toxicity 
 
Based on results of studies in rats and mice, it was concluded that 
olanzapine is not carcinogenic. Significant findings in oncogenicity studies 
were limited to an increase of mammary adenocarcinomas in female rats 
and mice. This is common finding in rodents treated with agents that 
increase prolactin secretion and has no direct significance for humans. 
 
Olanzapine was not mutagenic in a full range of standards tests, which 
included bacterial mutation tests and in vitro and in vivo mammalian tests. 
 
In animal studies, 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 3mg/kg (9 times the maximum human dose). In 
the offspring of rats given olanzapine, delays in fetal development and 
transient decreases in offspring activity levels were seen. 
 
In animal studies with olanzapine, the principal hematologic findings were 
reversible peripheral cytopenias in individual dogs given high doses of 
olanzapine (24 to 30 times the maximum daily human dose), dose-related 
decreases in lymphocytes and neutrophils in mice, and lymphopenia 
secondary to compromised nutritional status in rats. A few dogs treated with 
24 to 30 times the maximum daily human dose developed reversible 
treatment. Effects on hematology parameters in each species involved 
circulating blood cells, and no evidence of bone marrow cytotoxicity was 
found in any of the species examined. 
 
ADVERSE DRUG REACTIONS: 
Prolactin 
In controlled clinical trials (up to 12 weeks), elevations in prolactin were 
observed in 30% of olanzapine-treated patients as compared to 10.5% of 
placebo-treated patients. In the majority of these patients, the elevations 
were mild. 
 
In patients with schizophrenia, menstrual-related adverse events potentially 
associated with prolactin elevations were common (<10% to = 1%), whereas 
sexual function-related and breast-related adverse events were infrequent 
(<1% to = 0.1%). In patients treated for other mental illnesses, sexual 
function-related adverse events potentially associated with prolactin 
elevations were common (<10% to = 1%), whereas breast-related and 
menstrual-related adverse events were infrequent (<1% to = 0.1%). 
(1) TEAEs analysis up to 52 weeks of treatment 
(2) Bipolar Depression, Psychotic Depression, Borderline Personality 
Disorder and Bipolar Mania 
 
Adolescents (Ages 13-17 years): 
Adolescents treated with olanzapine experienced a significantly higher mean 
increases in prolactin levels compared with adults. 
 
Common (<10% and ≥1%) undesirable effects associated with use of 
olanzapine in clinical trials included dizziness, asthenia, akathisia, increased 
appetite, peripheral edema, orthostatic hypotension, dry mouth and 
constipation.  
 
Transient, asymptomatic elevations of hepatic transaminases, ALT/SGPT 
and AST/SGOT, have been seen occasionally. Asymptomatic eosinophilia 
was occasionally seen.  
 
Random plasma glucose levels ≥200 mg/dl (suggestive of potential 
diabetes) as well as random levels ≥160 mg/dl but <200 mg/dl (suggestive 
of potential hyperglycemia) in patients with baseline random glucose levels  

of ≤140 mg/dl have been seen occasionally in clinical trials.  

Weight 
In clinical trials, mean weight gain was greater in patients treated with 
olanzapine than with placebo. Clinically significant weight gain was 
observed across all baseline Body Mass Index (BMI) categories. 
In long-term studies, (at least 48 weeks), both the magnitude of weight gain 
and the proportion of olanzapine-treated patients who had clinically 
significant weight gain were greater than in short-term studies. The 
percentage of patients who gained ≥25% of their baseline body weight with 
long-term exposure was very common (≥10%). 
 
Glucose 
In clinical trials (up to 52 weeks) olanzapine was associated with a greater 
mean change in glucose relative to placebo. 
 
The difference in mean changes between olanzapine and placebo was 
greater in patients with evidence of glucose dysregulation at baseline 
(including those patients diagnosed with diabetes mellitus or who met 
criteria suggestive of hyperglycemia), and these patients had a greater 
increase in HbA1c compared to placebo. 
 
The proportion of patients who had a change in glucose level from normal or 
borderline at baseline to high increased over time. In an analysis of patients 
who completed 9-12 months of olanzapine therapy, the rate of increase in 
mean blood glucose slowed after approximately 6 months.  
 
Lipids 
In clinical trials of up to 12 weeks in duration, olanzapine treated patients 
had a greater mean increase of 22 mg/dl in fasting total cholesterol, LDL 
cholesterol and triglycerides, compared to placebo-treated patients.  
 
Mean increases in fasting lipid values (total cholesterol, LDL cholesterol and 
triglycerides) were greater in patients without evidence of lipid dysregulation 
at baseline. For fasting HDL cholesterol, no statistically significant 
differences were observed between olanzapine-treated patients and 
placebo-treated patients. The proportion of patients who had changes in 
total cholesterol, LDL cholesterol or triglycerides from normal or borderline 
to high, or changes in HDL cholesterol from normal or borderline to low, was 
greater in long-term studies (at least 48 weeks) as compared with short-term 
studies. In an analysis of patients who completed 12 months of therapy, the 
mean nonfasting total cholesterol did not increase further after 
approximately 4-6 months. 
 
Undesirable Effects for Special Population: Very common (≥ 10%) 
undesirable effects associated with the use of Olanzapine in clinical trials 
with elderly patients with dementia-related psychosis were abnormal gait or 
falls.  
 
Common (<10% and ≥1%) undesirable effects associated with the use of 
olanzapine in elderly patients with dementia-related psychosis were urinary 
incontinence and pneumonia. 
 
In clinical trials in patients with drug-induced (dopamine agonist) psychosis 
associated with Parkinson’s disease, worsening of Parkinsonian 
symptomatology was reported very commonly and more frequently than with 
placebo. Also hallucinations were reported very commonly and more 
frequently than with placebo. In those trials, patients were required to be 
stable on the lowest effective dose of anti-Parkinsonian medications 
(dopamine agonist) prior to the beginning of the study and to remain on the 
same anti-Parkinsonian medications and dosages throughout the study. 
Olanzapine was started at 2.5 mg/day and titrated up to a maximum of 15 
mg/day based on the investigator judgement. 
 
The following table summarizes the core adverse drug reaction terms and 
their frequencies identified during clinical trials and/or during post-marketing 
experience of olanzapine: 

Body System/Adverse 
Reaction Terms 

Frequency 

Events ≥10% <10% and ≥ 
1% 

<1% and ≥0.1% <0.1% and ≥0.01% <0.1% 

Body as a whole      
3, 6 Allergic Reaction     X 
2 Asthenia   X   
3, 7 Discontinuation 
Reaction 

    X 
2 Pyrexia   X   
2 Photosensitivity 
Reaction 

   X  
1, 9, 10 Weight Gain   X    
1, 11 Weight Gain≥7% of 
baseline bodyweight 

 X    

1, 12 Weight Gain≥15% of 
baseline bodyweight 

  X   

1,9 Fatigue   X   
Cardiovascular      
2Bradycardia    X  
1Orthostatic Hypotension  X    

 
 
 

 

 



3Venous 
Thromboembolism, 
including Pulmonary 
Embolism and Deep Vein 
Thrombosis 

    X 

Digestive System      
2 Abdominal Distention   X   
2 Constipation  X    
2 Dry Mouth  X    
2 Increased Appetite  X    
3 Pancreatitis     X 
Hematologic      
3 Thrombocytopenia     X 
Hepatobiliary disorders      
3 Hepatitis    X  
3 Jaundice     X 
Metabolic      
3 Diabetic Coma      
3,4 Diabetic Ketoacidosis      
3,8 Hypercholesterolemia      
3 Hyperglycemia      
3,5,8 Hypertriglyceridemia      
2 Peripheral Edema      
Musculoskeletal System      
2 Arthralgia      
3 Rhabdomyolysis      
Nervous System      
2 Akathisia      
2 Amnesia      
2 Edema      
2, 9 Dizziness      
3 Seizures      
2 Somnolence      

Respiratory, Thoracic, 
Mediastinal Disorders 

     

2 Epistaxis      
Skin and Appendages      
3  Alopecia      
3 Rash      
Urogenital System      
3 Priapism      
3 Urinary Incontinence      
3 Urinary Retention      
Laboratory Analytes      
Clinical Chemistry      
1 ALT/SGPT – Increased      
1 ALT/SGOT – Increased      
1 Alkaline phosphatase–
Increased 

     

3 Total bilirubin – 
Increased 

     
3 Blood Creatinine 
Phosphokinase 

     

1 Cholesterol-Total: 
fasting normal to high 
(<200mg/dL 
to≥240mg/dL) 

     

1, 11 Cholesterol-Total: 
fasting borderline to high 
≥200 mg/dL and <240 
mg/dL) 

     

1, 10 Triglycerides: fasting 
normal to high (<150 mg/dL to 
≥200 mg/dL) 

     

1 Triglycerides: fasting 
borderline to high (≥150 mg/dL 
and <200 mg/dL to ≥200 
mg/dL) 

     

1, 9, 10 Prolactin Increased      
1 Glucose fasting normal to high 
(<100 mg/dL to ≥126 mg/dL) 

     

1 Glucose fasting borderline to 
high (≥100 mg/dL and ≥126 
mg/dL) 

     

1 Glycosuria      
1 Gamma Glutamyltransferase 
(GGT) (UL)- High 

     
  Uric Acid      
Hematology      
1 Eosinophilia      
1 Leukopenia including 
Neutropenia 

     

1
 As assessed by measured values 

within the clinical trial database. 
2  Adverse event identified from the 
clinical trial database 
3 Adverse event identified from 
spontaneous postmarketing 
surveillance 
4 COSTART term is diabetic 
acidosis 
5 COSTART term is hyperlipemia 
6 e.g., anaphylactoid reaction, 
angioedema, pruritus or urticaria 
7 e.g., diaphoresis, nausea or 
vomiting 
8 Random cholesterol levels of ≥240 
mg/dL and random triglyceride 
levels of ≥1000 mg/dL have been 
very rarely reported. 
9 Statistically significant differences 
among 3 dose groups were 
observed in a single 8-week 

randomized, double-blind, fixed 
dose study comparing 10, 20 and 
40 mg/day of olanzapine in 
patients with schizophrenia or 
schizoaffective disorder  

10 Statistically differences among 
dose groups were observed in a 
24-week fixed-dose study 
comparing 150mg/2wk, 405 
mg/4wk and 300mg/2wk 
olanzapine pamoate in patients 
with schizophrenia. For 
triglycerides, this difference 
among doses was observed for 
fasting normal levels which 
increased to high levels 
(<150mg/dL to ≥200 mg/dL). 
11 Median duration of exposure 8 
weeks. 
12 Median duration of exposure 12 
weeks. 

 

The types of undesirable effects observed in adolescent patients treated 
with olanzapine were similar to those seen in adult patients. Although no 
clinical trials designed to compare adolescents to adults were conducted, 
the data from the adolescent trials were compared to those in adult trials.  
  
Mean increase in weight in adolescents (4.6 kg over 3 weeks median 
duration of exposure) was greater than in adults (2.6 kg over 7 weeks 
median duration of exposure). 
 
In long-term studies (at least 24 weeks), both the magnitude of weight gain 
and the proportion of adolescent olanzapine-treated patients who had 
clinically significant weight gain were greater than in short-term studies and 
were greater than in adult patients with comparable exposures. With long-
term exposure, approximately half of adolescent patients gained ≥15% and 
almost a third gained ≥25% of their baseline body weight. Among 
adolescent patients, mean weight gain was greatest in patients who were 
overweight or obese at baseline. 
 
Increases in fasting glucose were similar in adolescents and adults treated 
with olanzapine, however the difference between olanzapine and placebo 
groups was greater in adolescents compared to adults.  
 
In long-term studies (at least 24 weeks), changes in glucose from normal at 
baseline to high were uncommon (<1% and ≥0.1%). 
 
Increases in fasting total cholesterol, LDL cholesterol, and triglycerides were 
generally greater in adolescents than in adults treated with olanzapine. 
However, in short term trials the difference between olanzapine and placebo 
were similar for adolescents and adults. 
 
The following table summarizes core adverse drug reaction terms and their 
frequencies identified only during clinical trials in adolescent patients (13 to 
17 years): 
 

Additional Core Adverse Drug Reactions and Frequencies Specific to 
Adolescent Patients (ages 13 to 17 years) 

Body System/Adverse 
Reaction Terms 

Frequency 

Events ≥10% <10% and ≥ 1% <1% and ≥0.1% <0.1% and ≥0.01% <0.1% 

Body as a whole      
7 Weight gain ≥7% of 
baseline body weight (kg) 

X     

8 Weight Gain ≥15% of 
baseline body weight (kg) 

 X    

Digestive System      
Dry Mouth  X    
Increased Appetite X     
Nervous System      
1 Sedation X     
Clinical Chemistry       
2 ALT/SGPT <3X ULN all 
randomized patients with 
ALT baseline < =3X ULN 

X     

3 AST/SGOT – Increased X     
4 Total Bilirubin – 
Decreased 

X     
5 GGT - Increased X     
6 Prolactin – Increased X     
Cholesterol – total, 
fasting normal to high 
(<170 mg/dL to ≥200 
mg/dL) 

 X    

Cholesterol – total, 
fasting borderline to high 
()≥170 mg/cL and <200 
mg/dL to ≥200 mg/dL) 

X     

Triglycerides, fasting 
normal to high (<90mg/dL 
to >130mg/dL) 

X     

Triglycerides, fasting 
borderline to high (≥90 
mg/dL and ≤130mg/dL to 
>130 mg/dL) 

X     

Glucose, fasting normal 
to high (<100 mg/dL to 
≥126 mg/dL) 

    X 

Glucose, fasting 
borderline to high (≥100 
mg/dL and <126mg/dL to 
≥126 mg/dL) 

X     

1= Represented cluster of MedDRA terms including: hypersomnia, lethargy, 
sedation, somnolence. 

2= Covance reference ranges: 
   Low         High 
 Female 13-<=17.999   6         34 (U/L) 
 Male  13-<=17.999   6         43 (U/L) 
3= Covance reference ranges: 
   Low         High 
 Female 13-<=17.999  10        40 (U/L) 
 Male 13-<=17.999  10        40 (U/L) 
 

4= Covance reference ranges: 
Low         High 

 Female 13-<=17.999   3        21 (U/L) 
 Male 13-<=17.999   3        21 (U/L) 
5= Covance reference ranges: 

Low         High 
 Female 13-<=17.999   0        33 (U/L) 
 Male 13-<=17.999   0        51 (U/L) 
6= Covance reference ranges for prolactin as published by Wiedermann and 
Jonetz-Mentzel (1993): 
 Female 12 to 14 years: 2.52 – 16.90 ng/mL 
  14 to 19 years: 4.20 – 39.00 ng/mL 
 Male 12 to 14 years: 2.84 – 24.00 ng/mL 
  14 to 19 years: 2.76 – 16.10 ng/mL 
7= Median duration of exposure was 4 weeks 
8= Median duration of exposure was 19 weeks 

Additional Core Adverse Drug Reactions and Frequencies Specific to 
Elderly Patients with Dementia-Related Psychosis 
BodySystems/Adverse 
Reaction Terms 
 

Frequency  

Events ≥10% <10% and ≥ 1% <1% and ≥0.1% <0.1% and ≥0.01% <0.1% 
Nervous System      
Abnormal Gait X     
Falls X     
Urogenital System      
Urinary Incontinence  X    
Respiratory System      
Pneumonia  X    

 

The following table summarizes additional core adverse drug reaction terms 
and their frequencies identified only during clinical trials in patients with 
drug-induced (dopamine agonist) psychosis associated with Parkinson’s 
Disease:  

Body Systems/Adverse 
Reaction Terms 
 

Frequency  

Events ≥10% <10% and ≥ 1% <1% and ≥0.1% <0.1% and ≥0.01% <0.1% 

Nervous System      
Hallucinations X     
1 Parkinsonian 
symptomatology 

X     

1 COSTART term is extrapyramidal syndrome 
 
The following table summarizes additional core adverse drug reaction terms 
and their frequencies identified only during bipolar mania clinical trials in 
patients receiving olanzapine I combination with lithium or valproate:  
Body Systems/Adverse 
Reaction Terms 
 

Frequency  

Events ≥10% <10% and ≥ 1% <1% and ≥0.1% <0.1% and ≥0.01% <0.1% 

Body as a whole      
Weight Gain X     
Digestive System      
Dry Mouth X     
Increased Appetite X     
Nervous System      
Speech Disorder  X    
Tremor X     

 
OVERDOSE AND TREATMENT: 
Signs and Symptoms 
Very common symptoms reported in olanzapine overdose (≥10% incidence) 
include tachycardia, agitation/aggressiveness, dysarthria, various 
extrapyramidal symptoms and reduced level of consciousness ranging from 
sedation to coma. 
 
Other medically significant sequelae of olanzapine overdose include 
delirium, convulsion, possible neuroleptic malignant syndrome, respiratory 
depression, aspiration, hypertension or hypotension, cardiac arrhythmias 
(<2% of overdose cases) and cardiopulmonary arrest. Fatal outcomes have 
been reported following acute overdose of 1500 mg. 
 
Management of Overdose 
There is no specific antidote for olanzapine. Induction of emesis is not 
recommended. Standard procedures for management of overdose may be 
indicated (i.e. gastric lavage, administration of activated charcoal). The 
concomitant administration of activated charcoal was shown to reduce the 
oral bioavailability of olanzapine by 50 to 60%. 
 
Symptomatic treatment and monitoring of vital organ function should be 
instituted according to clinical presentation, including treatment of 
hypotension and circulatory collapse and support of respiratory function. Do 
not use epinephrine, dopamine or other sympathomimetic agents with beta-
agonist activity since beta stimulation may worsen hypotension. 
 
STORAGE CONDITION: 
Store at temperatures not exceeding 30°C. Protect from light and moisture. 
 
 
 
 

PACKAGING AVAILABILITY: 
Alu/Alu Blister Pack  x 10’s (Box of 30’s) 
 
NAME AND ADDRESS OF MANUFACTURER: 
LLOYD LABORATORIES, INC. 
No. 10 Lloyd Avenue, First Bulacan Industrial City, 
Malolos, Bulacan 
 
CAUTION: 
Foods, Drugs, Devices, and Cosmetics Act prohibits dispensing without 
prescription. 
 
ADR REPORTING STATEMENT: 
“For suspected adverse drug reaction, report to the FDA: www.fda.gov.ph.” 
Seek medical attention immediately at the first sign of any adverse drug 
reaction. 
 
REGISTRATION NUMBER: 
DRP-10353 
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