
Capsule 42mg
DESCRIPTION
Lumatep capsules contains Lumateperone, an atypical antipsychotic, 
present as Lumateperone Tosylate salt with the chemical name 
4-((6bR,10aS)-3-methyl-2,3,6b,9,10,10a-hexahydro-1H,7H-pyrido [3',4':4,5] 
pyrrolo [1,2,3- de]quinoxalin - 8 - yl) - 1 - (4 - fluoro-phenyl) - butan - 1-one 
4-methylbenzenesulfonate. Its molecular formula is C31H36FN3O4S and the 
structural formula is:

QUALITATIVE & QUANTITATIVE COMPOSITION
Lumatep (Lumateperone) Capsules are available for oral administration as:

Lumatep Capsule 42mg
Each capsule contains: 
Lumateperone Tosylate equivalent to Lumateperone…42mg

CLINICAL PHARMACOLOGY
Mechanism of Action
The mechanism of action of Lumateperone in the treatment of schizophrenia 
and depressive episodes associated with bipolar I or II disorder is unknown. 
However, the efficacy of Lumateperone could be mediated through a 
combination of antagonist activity at central serotonin 5-HT2A receptors and 
postsynaptic antagonist activity at central dopamine D2 receptors.

Pharmacokinetics 
Absorption
The absolute bioavailability of Lumateperone Capsules is about 4.4%. Cmax 
of Lumateperone is reached approximately 1-2 hours after Lumateperone 
dosing. 

Effect of Food 
Ingestion of a high-fat meal lowers Lumateperone mean Cmax by 33% and 
increases mean AUC by 9%. Median Tmax was delayed about 1 hour (from 1 
hour at fasted state to 2 hours in the presence of food).

Distribution
Protein binding of Lumateperone is 97.4% at 5µM (about 70-fold higher than 
therapeutic concentrations) in human plasma. The volume of distribution of 
Lumateperone following intravenous administration is about 4.1L/kg. 

Metabolism
Lumateperone is extensively metabolized with more than twenty metabolites 
identified in vivo. After a single 14C-labeled oral dose, Lumateperone and 
glucuronidated metabolites represent about 2.8% and 51% of the total 
plasma radioactivity, respectively. In vitro studies show that multiple 
enzymes, including but not limited to uridine 
5'-diphosphoglucuronosyltransferases (UDP-glucuronosyltransferase, UGT) 
1A1, 1A4, and 2B15, aldoketoreductase (AKR)1C1, 1B10, and 1C4, and 
cytochrome P450 (CYP) 3A4, 2C8, and 1A2, are involved in the metabolism 
of Lumateperone.

Elimination
The clearance of Lumateperone is approximately 27.9L/hour and the 
terminal half-life is about 18 hours after intravenous administration. In a 
human massbalance study, 58% and 29% of the radioactive dose was 
recovered in the urine and feces, respectively. Less than 1% of the dose was 
excreted as unchanged Lumateperone in the urine.

THERAPEUTIC INDICATIONS
Lumatep (Lumateperone) is indicated for the treatment of: 
• Schizophrenia in adults.
• Depressive episodes associated with bipolar I or II disorder (bipolar 

depression) in adults, as monotherapy and as adjunctive therapy with 
lithium or valproate.

DOSAGE & ADMINISTRATION 
Recommended Dosage 
The recommended dosage of Lumatep (Lumateperone) is 42mg 
administered orally once daily with or without food. Dose titration is not 
required. 

Dosage Recommendations for Concomitant Use with Moderate or 
Strong CYP3A4 Inhibitors 
Lumatep (Lumateperone) Capsules 42mg is not recommended for 
concomitant use with moderate and strong CYP3A4 inhibitors.

Patients with Hepatic Impairment 
Lumatep (Lumateperone) Capsules 42mg is not recommended for use in 
patients with hepatic impairments.

ADVERSE REACTIONS 
Increased mortality in elderly patients with dementia-related psychosis, 
suicidal thoughts and behaviors, cerebrovascular adverse reactions 
(including stroke) in elderly patients with dementia-related psychosis, 
neuroleptic malignant syndrome, tardive dyskinesia, metabolic changes, 
leukopenia, neutropenia, agranulocytosis, orthostatic hypotension, syncope, 
falls, seizures, potential for cognitive, motor impairment, body temperature 
dysregulation, dysphagia, somnolence/sedation, dry mouth, dizziness and 
nausea.

“To report SUSPECTED ADVERSE REACTIONS to Getz Pharma’s 
Pharmacovigilance Section, please contact at 
dsafety@getzpharma.com or +92-21-38636363”

CONTRAINDICATIONS 
Lumatep (Lumateperone) is contraindicated in patients with known 
hypersensitivity to the active substance or to any excipient of the product.

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. Lumateperone is not approved for 
the treatment of patients with dementia-related psychosis.

Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults
Monitor all antidepressant-treated patients for any indication for clinical 
worsening and emergence of suicidal thoughts and behaviors, especially 
during the initial few months of drug therapy, and at times of dosage 
changes. Consider changing the therapeutic regimen, including possibly 
discontinuing Lumateperone, in patients whose depression is persistently 
worse, or who are experiencing suicidal thoughts or behaviors.

Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients 
with Dementia-Related Psychosis
In elderly subjects with dementia, patients randomized to risperidone, 
aripiprazole, and olanzapine had a higher incidence of stroke and transient 
ischemic attack, including fatal stroke. Lumateperone is not approved for the 
treatment of patients with dementia-related psychosis.

Neuroleptic Malignant Syndrome
Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom 
complex, has been reported in association with administration of 
antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia, 
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Lumateperone Tosylate

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH 
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND 
BEHAVIORS

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. Lumateperone 
is not approved for the treatment of patients with dementia-related 
psychosis.

Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and 
behaviors in pediatric and young adults in short term studies. 
Closely monitor all antidepressant-treated patients for clinical 
worsening and for emergence of suicidal thoughts and behaviors. 
The safety and effectiveness of Lumateperone have not been 
established in pediatric patients.

muscle rigidity, delirium, and autonomic instability. Additional signs may 
include elevated creatinine phosphokinase, myoglobinuria 
(rhabdomyolysis), and acute renal failure. If NMS is suspected, immediately 
discontinue Lumateperone and provide intensive symptomatic treatment and 
monitoring.

Tardive Dyskinesia
Tardive dyskinesia, a syndrome consisting of potentially irreversible, 
involuntary, dyskinetic movements, may develop in patients treated with 
antipsychotic drugs. The risk appears to be highest among the elderly, 
especially elderly women, but it is not possible to predict which patients are 
likely to develop the syndrome 
If signs and symptoms of tardive dyskinesia appear in a patient on 
Lumateperone, drug discontinuation should be considered. However, some 
patients may require treatment with Lumateperone despite the presence of 
the syndrome.

Hyperglycemia and Diabetes Mellitus 
Hyperglycemia, in some cases extreme and associated with ketoacidosis, 
hyperosmolar coma or death, has been reported in patients treated with 
antipsychotics. There have been reports of hyperglycemia in patients treated 
with Lumateperone. Assess fasting plasma glucose before or soon after 
initiation of antipsychotic medication and monitor periodically during 
long-term treatment. 

Dyslipidemia 
Antipsychotics have caused adverse alterations in lipids. Before or soon 
after initiation of antipsychotic medications, obtain a fasting lipid profile at 
baseline and monitor periodically during treatment.

Weight Gain 
Weight gain has been observed with use of antipsychotics. Monitor weight at 
baseline and frequently thereafter. 

Leukopenia, Neutropenia, and Agranulocytosis 
Leukopenia and neutropenia have been reported during treatment with 
antipsychotic agents, including Lumateperone. Agranulocytosis (including 
fatal cases) has been reported with other agents in the class. 
Possible risk factors for leukopenia and neutropenia include pre-existing low 
white blood cell count (WBC) or absolute neutrophil count (ANC) and history 
of drug-induced leukopenia or neutropenia. In patients with a pre-existing 
low WBC or ANC or a history of drug-induced leukopenia or neutropenia, 
perform a complete blood count (CBC) frequently during the first few months 
of therapy. In such patients, consider discontinuation of Lumateperone at the 
first sign of a clinically significant decline in WBC in the absence of other 
causative factors. 
Monitor patients with clinically significant neutropenia for fever or other 
symptoms or signs of infection and treat promptly if such symptoms or signs 
occur. Discontinue Lumateperone in patients with absolute neutrophil count 
< 1000/mm3 and follow their WBC until recovery.

Orthostatic Hypotension and Syncope 
Atypical antipsychotics cause orthostatic hypotension and syncope. 
Generally, the risk is greatest during initial dose administration. Orthostatic 
vital signs should be monitored in patients who are vulnerable to hypotension 
(e.g., elderly patients, patients with dehydration, hypovolemia, and 
concomitant treatment with antihypertensive medications), patients with 
known cardiovascular disease (history of myocardial infarction, ischemic 
heart disease, heart failure, or conduction abnormalities), and patients with 
cerebrovascular disease. 

Falls 
Antipsychotics, including Lumateperone, may cause somnolence, postural 
hypotension, and motor and sensory instability, which may lead to falls and, 
consequently, fractures and other injuries. For patients with diseases, 
conditions or medications that could exacerbate these effects, complete fall 
risk assessments when initiating antipsychotic treatment and periodically 
during long-term treatment.

Seizures
Like other antipsychotic drugs, Lumateperone may cause seizures. The risk 
is greatest in patients with a history of seizures or with conditions that lower 
the seizure threshold. Conditions that lower the seizure threshold may be 
more prevalent in older patients. Use Lumateperone cautiously in patients 
with a history of seizures or with conditions that lower seizure threshold.

Potential for Cognitive and Motor Impairment 
Lumateperone, like other antipsychotics, may cause somnolence and has 
the potential to impair judgment, thinking, and motor skills. Patients should 
be cautioned about operating hazardous machinery, including motor 
vehicles, until they are reasonably certain that therapy with Lumateperone 
does not affect them adversely. 

Body Temperature Dysregulation 
Atypical antipsychotics may disrupt the body’s ability to reduce core body 
temperature. Strenuous exercise, exposure to extreme heat, dehydration, 
and anticholinergic medications may contribute to an elevation in core body 
temperature; use Lumateperone with caution in patients who may 

experience these conditions. 
Dysphagia 
Esophageal dysmotility and aspiration have been associated with 
antipsychotic drug use. Antipsychotic drugs, including Lumateperone, should 
be used cautiously in patients at risk for aspiration.

Infertility
Advise males and females of reproductive potential that Lumateperone may 
impair fertility.

Dystonia
Symptoms of dystonia, prolonged abnormal contractions of muscle groups, 
may occur in susceptible individuals during the first few days of treatment. 
Dystonic symptoms include spasm of the neck muscles, sometimes 
progressing to tightness of the throat, swallowing difficulty, difficulty 
breathing, and/or protrusion of the tongue.
Although these symptoms can occur at low doses, they occur more 
frequently and with greater severity with high potency and higher doses of 
first-generation antipsychotic drugs. An elevated risk of acute dystonia is 
observed in males and younger age groups.

Pregnancy
Lumateperone may cause extrapyramidal and/or withdrawal symptoms in 
neonates with third trimester exposure. Therefore, Lumateperone should be 
used during pregnancy only if the potential benefit justifies the potential risk 
to the fetus. 

Nursing Mothers
Lumateperone and its metabolites are present in human breast milk in low 
amounts. The developmental and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for Lumateperone and any 
potential adverse effects on the breastfed child from Lumateperone or from 
the underlying maternal condition.

DRUG INTERACTIONS
CYP3A4 Inducers
Concomitant use of Lumateperone with CYP3A4 inducers decreases the 
exposure of Lumateperone. Avoid concomitant use of Lumateperone with 
CYP3A4 inducers.

Moderate or Strong CYP3A4 Inhibitors
Concomitant use of Lumateperone with moderate or strong CYP3A4 
inhibitors increases Lumateperone exposure, which may increase the risk of 
adverse reactions. Reduce Lumateperone dose when used concomitantly 
with moderate or strong CYP3A4 inhibitors

OVERDOSAGE
No specific antidotes for Lumateperone are known. In managing overdose, 
provide supportive care, including close medical supervision and monitoring 
and consider the possibility of multiple drug involvement. 

STORAGE
Do not store above 30°C.
Protect from sunlight & moisture.

The expiration date refers to the product correctly stored at the required 
conditions.

HOW SUPPLIED
Lumatep (Lumateperone) Capsules 42mg are available in pack of 20’s.

Keep out of reach of children.

To be sold on prescription of a registered medical practitioner only.
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muscle rigidity, delirium, and autonomic instability. Additional signs may 
include elevated creatinine phosphokinase, myoglobinuria 
(rhabdomyolysis), and acute renal failure. If NMS is suspected, immediately 
discontinue Lumateperone and provide intensive symptomatic treatment and 
monitoring.

Tardive Dyskinesia
Tardive dyskinesia, a syndrome consisting of potentially irreversible, 
involuntary, dyskinetic movements, may develop in patients treated with 
antipsychotic drugs. The risk appears to be highest among the elderly, 
especially elderly women, but it is not possible to predict which patients are 
likely to develop the syndrome 
If signs and symptoms of tardive dyskinesia appear in a patient on 
Lumateperone, drug discontinuation should be considered. However, some 
patients may require treatment with Lumateperone despite the presence of 
the syndrome.

Hyperglycemia and Diabetes Mellitus 
Hyperglycemia, in some cases extreme and associated with ketoacidosis, 
hyperosmolar coma or death, has been reported in patients treated with 
antipsychotics. There have been reports of hyperglycemia in patients treated 
with Lumateperone. Assess fasting plasma glucose before or soon after 
initiation of antipsychotic medication and monitor periodically during 
long-term treatment. 

Dyslipidemia 
Antipsychotics have caused adverse alterations in lipids. Before or soon 
after initiation of antipsychotic medications, obtain a fasting lipid profile at 
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first sign of a clinically significant decline in WBC in the absence of other 
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Monitor patients with clinically significant neutropenia for fever or other 
symptoms or signs of infection and treat promptly if such symptoms or signs 
occur. Discontinue Lumateperone in patients with absolute neutrophil count 
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Atypical antipsychotics cause orthostatic hypotension and syncope. 
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(e.g., elderly patients, patients with dehydration, hypovolemia, and 
concomitant treatment with antihypertensive medications), patients with 
known cardiovascular disease (history of myocardial infarction, ischemic 
heart disease, heart failure, or conduction abnormalities), and patients with 
cerebrovascular disease. 

Falls 
Antipsychotics, including Lumateperone, may cause somnolence, postural 
hypotension, and motor and sensory instability, which may lead to falls and, 
consequently, fractures and other injuries. For patients with diseases, 
conditions or medications that could exacerbate these effects, complete fall 
risk assessments when initiating antipsychotic treatment and periodically 
during long-term treatment.

Seizures
Like other antipsychotic drugs, Lumateperone may cause seizures. The risk 
is greatest in patients with a history of seizures or with conditions that lower 
the seizure threshold. Conditions that lower the seizure threshold may be 
more prevalent in older patients. Use Lumateperone cautiously in patients 
with a history of seizures or with conditions that lower seizure threshold.

Potential for Cognitive and Motor Impairment 
Lumateperone, like other antipsychotics, may cause somnolence and has 
the potential to impair judgment, thinking, and motor skills. Patients should 
be cautioned about operating hazardous machinery, including motor 
vehicles, until they are reasonably certain that therapy with Lumateperone 
does not affect them adversely. 

Body Temperature Dysregulation 
Atypical antipsychotics may disrupt the body’s ability to reduce core body 
temperature. Strenuous exercise, exposure to extreme heat, dehydration, 
and anticholinergic medications may contribute to an elevation in core body 
temperature; use Lumateperone with caution in patients who may 

experience these conditions. 
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Esophageal dysmotility and aspiration have been associated with 
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be used cautiously in patients at risk for aspiration.
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impair fertility.
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progressing to tightness of the throat, swallowing difficulty, difficulty 
breathing, and/or protrusion of the tongue.
Although these symptoms can occur at low doses, they occur more 
frequently and with greater severity with high potency and higher doses of 
first-generation antipsychotic drugs. An elevated risk of acute dystonia is 
observed in males and younger age groups.
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used during pregnancy only if the potential benefit justifies the potential risk 
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