
this low star�ng dose, gradual �tra�on schedule, and divided 
dosages.
USE IN SPECIFIC POPULATION
Pregnancy: Pregnancy category B
Consider the risk of exacerba�on of psychosis when discon�nuing 
or changing treatment with an�psycho�c medica�ons during 
pregnancy and postpartum. Consider early screening for 
gesta�onal diabetes for pa�ents treated with an�psycho�c 
medica�ons .Neonates exposed to an�psycho�c drugs during the 
third trimester of pregnancy are at risk for extrapyramidal and/or 
withdrawal symptoms following delivery. Monitor neonates for 
symptoms of agita�on, hypertonia, hypotonia, tremor, 
somnolence, respiratory distress, and feeding difficul�es. The 
severity of complica�ons can vary from self-limited symptoms to 
some neonates requiring intensive care unit support and 
prolonged hospitaliza�on.
Nursing Mothers 
Clozapine is present in human milk. Because of the poten�al for 
serious adverse reac�ons in nursing infants from Clozapine, a 
decision should be made whether to discon�nue nursing or to 
discon�nue the drug, taking into account the importance of the 
drug to the mother.
Pediatric Use 
Safety and effec�veness in pediatric pa�ents have not been 
established.
Geriatric Use
Clozapine doses in elderly pa�ents, taking into considera�on 
their greater frequency of decreased hepa�c, renal, or cardiac 
func�on, as well as other concomitant disease and other drug 
therapy. Clinical experience suggests that the prevalence of 
tardive dyskinesia appears to be highest among the elderly; 
especially elderly women.
Pa�ents with Renal or Hepa�c Impairment 
Dose reduc�on may be necessary in pa�ents with significant 
impairment of renal or hepa�c func�on. Clozapine concentra�ons 
may be increased in these pa�ents, because clozapine is almost 
completely metabolized and then excreted.
CYP2D6 Poor Metabolizers 
Dose reduc�on may be necessary in pa�ents who are CYP2D6 
poor metabolizers. Clozapine concentra�ons may be increased in 
these pa�ents, because clozapine is almost completely 
metabolized and then excreted.
Hospice Pa�ents 
For hospice pa�ents (i.e., terminally ill pa�ents with an es�mated 
life expectancy of six months or less), the prescriber may reduce 
the ANC monitoring frequency to once every 6 months, a�er a 
discussion with the pa�ent and his/her caregiver.
WARNING & PRECAUTIONS
Severe Neutropenia 
Clozapine can cause neutropenia (a low absolute neutrophil 
count (ANC)), defined as a reduc�on below pretreatment normal 
levels of blood neutrophils. The ANC is usually available as a 
component of the complete blood count (CBC), including 
differen�al, and is more relevant to drug-induced neutropenia 
than is the white blood cell (WBC) count. Risk of neutropenia 
appears greatest during the first 18 weeks on treatment and then 
declines. The mechanism by which clozapine causes neutropenia 
is unknown and is not dose-dependent.
Orthosta�c Hypotension, Bradycardia, and Syncope 
Hypotension, bradycardia, syncope, and cardiac arrest have 
occurred with clozapine treatment. The risk is highest during the 
ini�al �tra�on period, par�cularly with rapid dose-escala�on. 
These reac�ons can occur with the first dose, at doses as low as 
12.5mg. These reac�ons can be fatal. The syndrome is consistent 
with neurally mediated reflex bradycardia (NMRB).
Seizures 
Seizure has been es�mated to occur in associa�on with clozapine. 
Use cau�on when administering clozapine to pa�ents with a 
history of seizures or other predisposing risk factors for seizure 
(e.g., head trauma or other CNS pathology, use of medica�ons 
that lower the seizure threshold, or alcohol abuse).
Myocardi�s, Cardiomyopathy and Mitral Valve Incompetence 
Myocardi�s and cardiomyopathy have occurred with the use of 
clozapine. These reac�ons can be fatal. Discon�nue clozapine 
and obtain a cardiac evalua�on upon suspicion of myocardi�s or 
cardiomyopathy.Consider the possibility of myocardi�s or 
cardiomyopathy in pa�ents receiving Clozapine who present  

COMPOSITION
Amlepo 25mg Tablet
Each film coated tablet contains:
Clozapine ........................................................................ 25mg
Amlepo 100mg Tablet
Each film coated tablet contains:
Clozapine (USP) ............................................................ 100mg
DESCRIPTION
Clozapine is an atypical an�psycho�c drug, is a tricyclic 
dibenzodiazepine deriva�ve, 8-chloro-11-(4-methyl-1-piper-
azinyl)-5H-dibenzo [b,e] [1,4] diazepine. The structural formula is: 

The empirical formula for clozapine  is C18H19ClN4 and the 
molecular weight is 326.83.
CLINICAL PHARMACOLOGY
Mechanism of Ac�on
The mechanism of ac�on of clozapine is unknown. However, it 
has been proposed that the therapeu�c efficacy of clozapine in 
schizophrenia is mediated through antagonism of the dopamine 
type 2 (D2) and the serotonin type 2A (5HT2A) receptors. 
Clozapine also acts as an antagonist at adrenergic, cholinergic, 
histaminergic and other dopaminergic and serotonergic 
receptors.
Pharmacokine�cs
Absorption: Following oral administra�on of Clozapine 100mg 
twice daily, the average steady-state peak plasma concentra�on 
was 319ng/mL (range: 102 to 771 ng/mL), occurring at the 
average of 2.5 hours (range: 1 to 6 hours) a�er dosing. 
Distribution: Clozapine is approximately 97% bound to serum 
proteins.
Metabolism & Excretion: Clozapine is almost completely 
metabolized prior to excre�on, and only trace amounts of 
unchanged drug are detected in the urine and feces. Clozapine is 
a substrate for many cytochrome P450 isozymes, in par�cular 
CYP1A2, CYP2D6, and CYP3A4. Approximately 50% of the 
administered dose is excreted in the urine and 30% in the feces. 
The demethylated, hydroxylated, and N-oxide deriva�ves are 
components in both urine and feces.
INDICATIONS
Treatment-Resistant Schizophrenia
Clozapine is indicated for the treatment of severely ill pa�ents 
with schizophrenia who fail to respond adequately to standard 
an�psycho�c treatment. Because of the risks of severe 
neutropenia and of seizure associated with its use, Clozapine 
should be used only in pa�ents who have failed to respond 
adequately to standard an�psycho�c treatment .
Reduc�on in the Risk of Recurrent Suicidal Behavior in 
Schizophrenia or Schizoaffec�ve Disorder 
Clozapine is indicated for reducing the risk of recurrent suicidal 
behavior in pa�ents with schizophrenia or schizoaffec�ve 
disorder who are judged to be at chronic risk for re-experiencing 
suicidal behavior, based on history and recent clinical state.
DOSAGE AND ADMINISTRATION
Required Laboratory Tes�ng Prior to Ini�a�on and During 
Therapy 
Prior to ini�a�ng treatment with Clozapine, a baseline ANC must 
be obtained. The baseline ANC must be at least 1500/μL for the 
general popula�on, and at least 1000/μL for pa�ents with 
documented Benign Ethnic Neutropenia (BEN). To con�nue 
treatment, the ANC must be monitored regularly.
Dosing Informa�on 
The star�ng dose is 12.5mg once daily or twice daily. The total 
daily dose can be increased in increments of 25mg to 50mg per 
day, if well-tolerated, to achieve a target dose of 300mg to 
450mg per day (administered in divided doses) by the end of 2 
weeks. Subsequently, the dose can be increased once weekly or  
twice weekly, in increments of up to 100mg. The maximum dose 
is 900mg per day. To minimize the risk of orthosta�c 
hypotension, bradycardia, and syncope, it is necessary to use 

with chest pain, dyspnea, persistent tachycardia at rest, 
palpita�ons, fever, flu-like symptoms, hypotension, other signs 
or symptoms of heart failure, or electrocardiographic findings 
(low voltages, ST-T abnormali�es, arrhythmias, right axis 
devia�on, and poor R wave progression). Myocardi�s most 
frequently presents within the first 2 months of clozapine 
treatment. Myocardi�s and cardiomyopathy can occur at any 
period during treatment with Clozapine. It is common for 
nonspecific flu-like symptoms such as malaise, myalgia, pleuri�c 
chest pain, and low-grade fevers to precede more overt signs of 
heart failure.
Increased Mortality in Elderly Pa�ents with Demen�a-Related 
Psychosis 
Elderly pa�ents with demen�a-related psychosis treated with 
an�psycho�c drugs are at an increased risk of death. The extent 
to which the findings of increased mortality in observa�onal 
studies may be a�ributed to the an�psycho�c drug as opposed 
to some characteris�c(s) of the pa�ents is not clear. Clozapine is 
not approved for the treatment of pa�ents with demen�a-relat-
ed psychosis.
Eosinophilia 
Eosinophilia, defined as a blood eosinophil count of greater than 
700/μL, has occurred with clozapine treatment. In clinical trials, 
approximately 1% of pa�ents developed eosinophilia. 
Clozapine-related eosinophilia usually occurs during the first 
month of treatment. In some pa�ents, it has been associated 
with myocardi�s, pancrea��s, hepa��s, coli�s, and nephri�s. 
Such organ involvement could be consistent with a drug reac�on 
with eosinophilia and systemic symptoms syndrome (DRESS), 
also known as drug induced hypersensi�vity syndrome (DIHS). If 
eosinophilia develops during clozapine treatment, evaluate 
promptly for signs and symptoms of systemic reac�ons, such as 
rash or other allergic symptoms, myocardi�s, or other organ-spe-
cific disease associated with eosinophilia. If Clozapine -related 
systemic disease is suspected, discon�nue Clozapine immediately.
QT Interval Prolonga�on 
QT prolonga�on, Torsade de Pointes and other life-threatening 
ventricular arrhythmias, cardiac arrest, and sudden death have 
occurred with Clozapine treatment. When prescribing Clozapine 
consider the presence of addi�onal risk factors for QT prolonga�on 
and serious cardiovascular reac�ons. Condi�ons that increase 
these risks include the following: history of QT prolonga�on, long 
QT syndrome, family history of long QT syndrome or sudden 
cardiac death, significant cardiac arrhythmia, recent myocardial 
infarc�on, uncompensated heart failure, treatment with other 
medica�ons that cause QT prolonga�on, treatment with 
medica�ons that inhibit the metabolism of Clozapine, and 
electrolyte abnormali�es. Hypokalemia and hypomagnesemia 
increase the risk of QT prolonga�on.
Metabolic Changes 
Atypical an�psycho�c drugs, including Clozapine have been 
associated with metabolic changes that can increase cardiovascular 
and cerebrovascular risk. These metabolic changes include 
hyperglycemia, dyslipidemia, and body weight gain. While 
atypical an�psycho�c drugs may produce some metabolic 
changes, each drug in the class has its own specific risk profile.
Neurolep�c Malignant Syndrome 
An�psycho�c drugs including Clozapine can cause a poten�ally 
fatal symptom complex referred to as Neurolep�c Malignant 
Syndrome (NMS). Clinical manifesta�ons of NMS include 
hyperpyrexia, muscle rigidity, altered mental status, and autonomic 
instability (irregular pulse or blood pressure, tachycardia, 
diaphoresis, and cardiac dysrhythmias). Associated findings can 
include elevated crea�ne phosphokinase (CPK), myoglobinuria, 
rhabdomyolysis, and acute renal failure.
Fever 
During Clozapine therapy, pa�ents have experienced transient, 
Clozapine-related fever. The peak incidence is within the first 3 
weeks of treatment. While this fever is generally benign and 
self-limited.
Pulmonary Embolism 
Pulmonary embolism and deep-vein thrombosis have occurred 
in pa�ents treated with Clozapine. Consider the possibility of 
pulmonary embolism in pa�ents who present with deep-vein 
thrombosis, acute dyspnea, chest pain, or with other respiratory 
signs and symptoms.
Interference with Cogni�ve and Motor Performance 
Clozapine can cause seda�on and impairment of cogni�ve and 
motor performance. Cau�on pa�ents about opera�ng hazardous 
machinery.
Tardive Dyskinesia 
Tardive dyskinesia (TD) has occurred in pa�ents treated with 
an�psycho�c drugs, including Clozapine. The syndrome consists 
of poten�ally irreversible, involuntary, dyskine�c movements.
The risk  of TD and the likelihood that it will become irreversible 
are believed to increase with greater dura�ons of treatment 
and higher total cumula�ve doses.

Recurrence of Psychosis and Cholinergic Rebound a�er Abrupt 
Discon�nua�on of CLOZAPINE 
If abrupt discon�nua�on of Clozapine is necessary (because of 
severe neutropenia or another medical condi�on) monitor carefully 
for the recurrence of psycho�c symptoms and adverse reac�ons 
related to cholinergic rebound, such as profuse swea�ng, headache, 
nausea, vomi�ng and diarrhea.
ADVERSE EFFECTS
• Drowsiness / Seda�on • Dizziness/ Ver�go
• Headache  • Syncope
• Restlessness • Agita�on / Akathisia
• Insomnia • Abdominal discomfort/heartburn
• Weight gain / Fever  • Nausea / Vomi�ng 
• Diarrhoea • Tachycardia
• Hypotension • Dry mouth 
• Hypertension • Tremors 
DRUG INTERACTIONS
Poten�al for Other Drugs to Affect Clozapine
Clozapine is a substrate for many cytochrome P450 isozymes, in 
par�cular CYP1A2, CYP3A4, and CYP2D6. Use cau�on when 
administering Clozapine concomitantly with drugs that are inducers 
or inhibitors of these enzymes.
CYP1A2 Inhibitors 
Concomitant use of Clozapine and CYP1A2 inhibitors can increase 
plasma levels of clozapine, poten�ally resul�ng in adverse reac�ons. 
Reduce the Clozapine dose to one-third of the original dose when 
Clozapine is coadministered with strong CYP1A2 inhibitors (e.g., 
fluvoxamine, ciprofloxacin, or enoxacin). The Clozapine dose should 
be increased to the original dose when coadministra�on of strong 
CYP1A2 inhibitors is discon�nued.
CYP2D6 and CYP3A4 Inhibitors 
Concomitant treatment with Clozapine and CYP2D6 or CYP3A4 
inhibitors (e.g., cime�dine, escitalopram, erythromycin, paroxe�ne, 
bupropion, fluoxe�ne, quinidine, duloxe�ne, terbinafine, or sertraline) 
can increase clozapine levels and lead to adverse reac�ons. Use 
cau�on and monitor pa�ents closely when using such inhibitors. 
Consider reducing the Clozapine dose.
CYP1A2 and CYP3A4 Inducers 
Concomitant treatment with drugs that induce CYP1A2 or CYP3A4 
can decrease the plasma concentra�on of clozapine, resul�ng in 
decreased effec�veness of Clozapine. Tobacco smoke is a moderate 
inducer of CYP1A2. Strong CYP3A4 inducers include carbamazepine, 
phenytoin, St. John’s wort, and rifampin. It may be necessary to 
increase the Clozapine dose if used concomitantly with inducers of 
these enzymes. However, concomitant use of Clozapine and strong 
CYP3A4 inducers is not recommended.
Poten�al for Clozapine  to Affect Other Drugs 
Concomitant use of Clozapine with other drugs metabolized by 
CYP2D6 can increase levels of these CYP2D6 substrates. Use cau�on 
when coadministering  Clozapine with other drugs that are 
metabolized by CYP2D6. It may be necessary to use lower doses of 
such drugs than usually prescribed. Such drugs include specific 
an�depressants, phenothiazines, carbamazepine, and Type 1C 
an�arrhythmics (e.g., propafenone, flecainide, and encainide).
OVERDOSAGE
Clozapine overdosage leads to  seda�on, delirium, coma, tachycardia, 
hypotension, respiratory depression or failure; and hypersaliva�on. 
There are reports of aspira�on pneumonia, cardiac arrhythmias, and 
seizure. Fatal overdoses have been reported with clozapine, 
generally at doses above 2500mg. Use general symptoma�c and 
suppor�ve measures. There are no specific an�dotes for Clozapine.
CONTRAINDICATION
Clozapine is contraindicated in pa�ents with a history of serious 
hypersensi�vity to clozapine (e.g., photosensi�vity, vasculi�s, 
erythema mul�forme, or Stevens-Johnson Syndrome) or any other 
component of Clozapine.
STORAGE
Store below 30oC.
Protect from light, heat  and moisture.
Keep out of the reach of children.
PRESENTATION
Amlepo (Clozapine ) 25mg tablet: Pack of 50’s in Alu-Alu Blister.
Amlepo (Clozapine ) 100mg tablet: Pack of 50’s in Alu-Alu Blister.
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