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CLOZAPINE HAMA) PHARMA (Tablets)

(clozapine 25 or 100

WARNINGS:

Agranulocytosis: CLOZAPINE treatment has caused agranulocytosis, defined
as an absolute neutrophil count (ANC) less than 500/mm3. Agranulocytosis can lead
to serious infection and death. Prior to initiating treatment with CLOZAPINE, obtain
a baseline white blood cell (WBC) count and ANC. The ANC must be greater than
or equal to 2000/mm3 and the WBC must be greater than or equal to 3500/mm3 for
a patient to begin treatment with CLOZAPINE. During treatment, patients must have
regular monitoring of ANC and WBC. Discontinue CLOZAPINE and do not
rechallenge if the ANC is less than 1000/mm3 or the WBC is less than 2000/mm3.
Advise patients to diately report symp with locytosis or
infection (e.g., fever, weakness, lethargy, or sore throat).

Orthostatic Hypotension, Bradycardia, Syncope: Orthostatic hypotension,
bradycardia, syncope, and cardiac arrest have occurred with CLOZAPINE treatment.
The nsk is highest during the initial titration period, particularly with rapid dose
escalation. These reactions can occur with the first dose, with doses as low as 12.5 mg
per day. Initiate treatment at 12.5 mg once or twice daily: titrate slowly; and use
divided dosages. Use CLOZAPINE cautiously in patients with cardiovascular or
cerebrovascular disease or conditions predisposing to hypotension (e.g., dehydration,
use of antihypertensive medications).

Seiz eizures have occurred with CLOZAPINE treatment. The risk is dose-related.
Initiate treatment at 12.5 mg, titrate gradually, and use divided dosing. Use caution
when administering CLOZAPINE to patients with a history of seizures or other
predisposing risk factors for seizure (CNS pathology, medications that lower the
seizure threshold, alcohol abuse). Caution patients about engaging in any activity
where sudden loss of consciousness could cause serious risk to themselves or others.
Myocarditis and Cardiomyopathy: Fatal myocarditis and cardiomyopathy have
occurred with CLOZAPINE treatment. Discontinue CLOZAPINE and obtain a
cardiac evaluation upon suspicion of these reactions. Consider the possibility of|
myocarditis or cardiomyopathy if chest pain, tachycardia, palpitations, dyspnea, fever,
flu-like symptoms, hypotension, or ECG s
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Composition and Excipients:
Each tablet contains: clozapine 25 or 100 mg.
Excipients: Aerosil 200, Lactose monohydrate, Magnesium stearate,
Povidone, Corn starch, Talc.
Mechanism of Action and Pharmacodynamics: CLOZAPINE is
classified as an ‘atypical' antipsychotic drug because its profile of
binding to dopamine receptors and its effects on various dopamine
mediated behaviors differ from those exhibited by more typical
antipsychotic drug products. In particular, although CLOZAPINE does
interfere with the binding of dopamine at D1, D2, D3 and D5 receptors,
and has a high affinity for the D4 receptor, it does not induce catalepsy
nor inhibit apomorphine-induced stereotypy. CLOZAPINE also
acts as an antagonist at adrenergic, cholinergic, histaminergic and
serotonergic receptors.

Pharmacokinetics: In man, Clozapine tablets (25 mg and 100 mg)

are equally bioavailable relative to a Clozapine solution. Following

a dosage of 100 mg b.i.d., the average steady state peak plasma

concentration was 319 ng/ml, occurring at the average of 2.5 hours

after dosing. Food does not appear to affect the systemic bioavailability
of Clozapine. Thus, CLOZAPINE may be administered with or without
food. Clozapine is approximately 97% bound to serum proteins.

Clozapine is almost completely metabolized prior to excretion and

only trace amounts of unchanged drug are detected in the urine and

feces. The mean elimination half-life, after achieving steady state with

100 mg b.i.d. dosing, is 12 hours.

Indications:

« Treatment -Resistant Schizophrenia: CLOZAPINE is indicated for
the treatment of severely ill patients with schizophrenia who fail to
respond adequately to standard antipsychotic treatment. Because
of the significant risk of agranulocytosis and seizure associated with
its use, CLOZAPINE should be used only in patients who have
failed to respond adequately to standard antipsychotic treatment.

+ Reduction in the Risk of Recurrent Suicidal Behavior in Schizophrenia
or Schizoaffective Disorders: CLOZAPINE is indicated for reducing
the risk of recurrent suicidal behavior in patients with schizophrenia
or schizoaffective disorder who are judged to be at chronic risk for
re-experiencing suicidal behavior, based on history and recent
clinical state. Suicidal behavior refers to actions by a patient that
puts him/herself at risk for death.

Contraindications:

Hypersensitivity: CLOZAPINE is contraindicated in patients with a

history of hypersensitivity to clozapine (e.g., photosensitivity, vasculitis,

erythema multiforme, or Stevens-Johnson syndrome) or any other
component of CLOZAPINE tablet.

Side Effects: Sedation, Tachycardia, Constipation, Dizziness,

Hypotension, Fever (hyperthermia), Hypersalivation, Hypertension, ,

Nausea/vomiting, Dry mouth, Drowsiness/Sedation, Dizziness/Vertigo,

Headache, Tremor, Syncope, Disturbed Sleep/Nightmares,
Restlessness, Hypokinesia/Akinesia, Agitation, Seizures
(convulsions), Rigidity, Akathisia, Confusion, Fatigue, Insomnia,

Abdominal discomfort/Heartburn, Diarrhea, Urinary abnormalities,
Sweating, Visual disturbances, Rash, Leukopenia/Decreased,
WBC/Neutropenia, Weight gain, Dystonia.

Precautions & Warnings:

- Severe Neutropenia: Clozapine tablets can cause neutropenia

(a low absolute neutrophil count (ANC)), defined as a reduction
below pre-treatment normal levels of blood neutrophils.
Severe neutropenia, ANC less than (<) 500/uL, occurs in a small
percentage of patients taking clozapine tablets and is associated
with an increase in the risk of serious and potentially fatal infections.
Risk of neutropenia appears greatest during the first 18 weeks on
treatment and then declines.

- Clozapine Tablets Treatment and Monitoring in the General Patient
Population: Obtain a CBC, including the ANC value, prior to initiating
treatment with clozapine tablets to ensure the presence of a normal
baseline neutrophil count (equal to or greater than 1500/uL).
Patients in the general population with an ANC equal to or greater
than (=) 1500/uL are considered within normal range and are
eligible to initiate treatment. Weekly ANC monitoring is required for
all patients during the first 6 months of treatment. If a patient's ANC
remains equal to or greater than 1500/uL for the first 6 months of
treatment, monitoring frequency may be reduced to every 2 weeks
for the next 6 months. If the ANC remains equal to or greater than
1500/uL for the second 6 months of continuous therapy, ANC
monitoring frequency may be reduced to once every 4 weeks
thereafter.

Clozapine Tablets Treatment and Monitoring in Patients with Benign
Ethnic Neutropenia: Benign ethnic neutropenia (BEN) is a condition
observed in certain ethnic groups whose average ANC values are
lower than “standard” laboratory ranges for neutrophils. It is most
commonly observed in individuals of African descent

Orthostatic Hypotension, Bradycardia, Syncope: Hypotension,
bradycardia, syncope, and cardiac arrest have occurred with clozapine
treatment. The risk is highest during the initial titration period,
particularly with rapid dose-escalation. These reactions can occur
with the first dose, at doses as low as 12.5 mg. These reactions can
be fatal. The syndrome is consistent with neurally mediated reflex
bradycardia (NMRB).

Use CLOZAPINE cautiously in patients with cardiovascular or
cerebrovascular disease or conditions predisposing to hypotension
(e.g., dehydration, use of antihypertensive medications).

For some patients who experience severe clozapine tablets-related
neutropenia, the risk of serious psychiatric iliness from discontinuing
clozapine tablets treatment may be greater than the risk of rechallenge
(e.g., patients with severe schizophrenic illness who have no treatment
options other than clozapine tablets). A hematology consultation
may be useful in deciding to rechallenge a patient. In Confirm all
initial reports of ANC less than 1500/uL with a repeat ANC
measurement within 24 hours.

General, however, do not rechallenge patients who develop severe
neutropenia with clozapine tablets or a clozapine product. If a
patient will be rechallenged, the clinician should consider the
patient’s medical and psychiatric history, a discussion with
the patient and his/her caregiver about the benefits and risks of
clozapine tablets rechallenge, and the severity and characteristics
of the neutropenic episode.

If clozapine tablets are used concurrently with an agent known to
cause neutropenia (e.g., some chemotherapeutic agents), consider
monitoring patients more closely than the treatment guidelines pro-
vided in Tables 2 and 3. Consult with the treating oncologist in
patients receiving concomitant chemotherapy.

Falls: Clozapine tablets may cause somnolence, postural hypotension,
motor and sensory instability, which may lead to falls and, consequently,
fractures or other injuries. For patients with diseases, conditions, or
medications that could exacerbate these effects, complete fall risk
assessments when initiating antipsychotic treatment and recurrently
for patients on long-term antipsychotic therapy.

Seizures: Use caution when administering CLOZAPINE to patients
with a history of seizures or other predisposing risk factors for
seizure (CNS pathology, medications that lower the seizure threshold,
alcohol abuse). Caution patients about engaging in any activity
where sudden loss of consciousness could cause serious risk to
themselves or others.

Myocarditis and Cardiomyopathy and Mitral Valve Incompetence:
Fatal myocarditis and cardiomyopathy have occurred with CLOZAPINE
treatment. Discontinue CLOZAPINE and obtain a cardiac evaluation
upon suspicion of these reactions.

Increased Mortality in Elderly Patients with Dementia-Related
Psychosis:

CLOZAPINE is not approved for use in patients with dementia-related
psychosis.

Eosinophilia: Clozapine-related eosinophilia usually occurs during
the first month of treatment. If eosinophilia develops during the
CLOZAPINE treatment, evaluate promptly for signs and symptoms
of systemic reactions, such as rash or other allergic symptoms,
myocarditis, or other organ-specific disease associated with
eosinophilia. If CLOZAPINE-related systemic disease is suspected,
discontinue CLOZAPINE immediately.

QT Interval Prolongation: When prescribing CLOZAPINE, consider
the presence of additional risk factors for QT prolongation and
serious cardiovascular reactions. Discontinue CLOZAPINE if the
QTc interval exceeds 500 msec.

Metabolic Changes: Atypical antipsychotic 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.
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some
cases extreme and associated with ketoacidosis or hyperosmolar
coma or death, has been reported in patients treated with atypical
antipsychotics including clozapine tablets. Assessment of the
relationship 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.
Neuroleptic Malignant Syndrome: Antipsychotic drugs including
CLOZAPINE can cause a potentially fatal symptom complex
referred to as Neuroleptic Malignant Syndrome (NMS). Clinical
manifestations of NMS include hyperpyrexia, muscle rigidity, altered
mental status, and autonomic instability (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). The
management of NMS should include (1) immediate discontinuation
of antipsychotic drugs and other drugs not essential to concurrent
therapy, (2) intensive symptomatic treatment and medical monitoring,
and (3) treatment of comorbid medical conditions.

Fever: During clozapine therapy, patients have experienced transient,
clozapine-related fever. Carefully evaluate patients with fever to rule
out agranulocytosis or infection. Consider the possibility of NMS.
Hepatotoxicity: Severe, life threatening, and in some cases fatal
hepatotoxicity including hepatic failure, hepatic necrosis, and hepatitis
have been reported in post marketing studies in patients treated
with clozapine. Monitor for the appearance of signs and symptoms
of hepatotoxicity such as fatigue, malaise, anorexia, nausea, jaundice,
bilirubinemia, coagulopathy, and hepatic encephalopathy.

Perform serum tests for liver injury and consider permanently
discontinuing treatment if hepatitis or transaminase elevations
combined with other systemic symptoms are due to clozapine.
Pulmonary Embolism: Pulmonary embolism and deep-vein
thrombosis have occurred in patients treated with clozapine
tablets.Consider the possibility of pulmonary embolism in patients
who present with deep-vein thrombosis, acute dyspnea, chest pain,
or with other respiratory signs and symptoms. Whether pulmonary
embolus and deep-vein thrombosis can be attributed to clozapine
or some characteristic(s) of patients is not clear.

- Anticholinergic Toxicity: CLOZAPINE has potent anticholinergic
effects. Treatment with CLOZAPINE can result in CNS and peripheral
anticholinergic toxicity. Use with caution in the presence of narrow-angle
glaucoma, concomitant anticholinergic medications, prostatic
hypertrophy, or other conditions in which anticholinergic effects can
lead to significant adverse reactions.

Interference with Cognitive and Motor Performance: CLOZAPINE

can cause sedation and impairment of cognitive and motor

performance. Caution patients about operating hazardous machin-
ery, including automobiles, until they are reasonably certain that

CLOZAPINE does not affect them adversely. These reactions may

be dose-related. Consider reducing the dose if they occur.

- Tardive Dyskinesia: Tardive dyskinesia (TD) has occurred in
patients treated with antipsychotic drugs, including CLOZAPINE.
The syndrome consists of potentially irreversible, involuntary, dyskinetic
movements. The lowest effective dose should be used and the
shortest duration necessary to control symptoms. Periodically
assess the need for continued treatment. Consider discontinuing
treatment if TD occurs. However, some patients may require
treatment with CLOZAPINE despite the presence of the syndrome.

- Cerebrovascular Adverse Reactions: CLOZAPINE should be used

with caution in patients with risk factors for cerebrovascular adverse
reactions.
Recurrence of Psychosis and Cholinergic Rebound after Abrupt
Discontinuation of CLOZAPINE: If abrupt discontinuation of
CLOZAPINE is necessary, monitor carefully for the recurrence of
psychotic symptoms and adverse reactions related to cholinergic
rebound, such as profuse sweating, headache, nausea, vomiting
and diarrhea.

Pregnancy (category B): This medication should be used only when
clearly needed during pregnancy.
Lactation: This medication may pass into breast milk and have
undesirable effects on a nursing infant. Breast feeding is not
recommended while taking Clozapine.
Drug Interactions:
Potential for Other Drugs to Affect CLOZAPINE: Clozapine is a
substrate for many cytochrome P450 isozymes, in particular
CYP1A2, CYP3A4, and CYP2D6. Use caution 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, potentially
resulting in adverse reactions. 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
coadministration of strong CYP1A2 inhibitors is discontinued.
Moderate or weak CYP1A2 inhibitors include oral contraceptives and
caffeine. Monitor patients closely when CLOZAPINE is coadministered
with these inhibitors. Consider reducing the CLOZAPINE dosage if
necessary.
CYP2D6 and CYP3A4 Inhibitors: Concomitant treatment with
CLOZAPINE and CYP2D6 or CYP3A4 inhibitors (e.g., cimetidine,
escitalopram, erythromycin, paroxetine, bupropion, fluoxetine, quinidine,
duloxetine, terbinafine, or sertraline) can increase clozapine levels
and lead to adverse reactions. Use caution and monitor patients
glosely when using such inhibitors. Consider reducing the CLOZAPINE
ose.

CYP1A2 and CYP3A4 Inducers: Concomitant treatment with drugs
that induce CYP1A2 or CYP3A4 can decrease the plasma concentration
of clozapine, resulting in decreased effectiveness 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. Consider reducing the CLOZAPINE dosage when
discontinuing coadministered enzyme inducers; because discontinuation
of inducers can result in increased clozapine plasma levels and an
increased risk of adverse reactions.
Drugs that Cause QT Interval Prolongation: use caution when
administering concomitant medications that prolong the QT interval
or inhibit the metabolism of clozapine. Drugs that cause QT
prolongation include: specific antipsychotics (e.g., ziprasidone,
iloperidone, chlorpromazine, thioridazine, mesoridazine, droperidol,
and pimozide), specific antibiotics (e.g., erythromycin, gatifloxacin,
moxifloxacin, sparfloxacin), Class 1A antiarrhythmics (e.g., quinidine,
procainamide) or Class Il antiarrhythmics (e.g., amiodarone, sotalol),
and others (e.g., pentamidine, levomethadyl acetate, methadone,
halofantrine, mefloquine, dolasetron mesylate, probucol or
tacrolimus).
Potential for CLOZAPINE to Affect Other Drugs:
Concomitant use of CLOZAPINE with other drugs metabolized by
CYP2D6 can increase levels of these CYP2D6 substrates. Use
caution 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
antidepressants, phenothiazines, carbamazepine, and Type 1C
antiarrhythmics (e.g., propafenone, flecainide, and encainide).

Dosage & Administration:

Required Laboratory Testing Prior to Initiation and During Therapy:

Prior to initiating treatment with CLOZAPINE, obtain a complete

blood count (CBC) with differential. The absolute neutrophil count

(ANC) must be greater than or equal to 2000/mm3 and the WBC

must be greater than or equal to 3500 mm3 in order to initiate

treatment. To continue treatment, the ANC and WBC must be
monitored regularly.

Dosing Information: The starting dose is 12.5 mg once or twice

daily. The total daily dose can be increased in increments of 25 mg to

50 mg per day, if well-tolerated, to achieve a target dose of 300 mg

to 450 mg 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 100 mg. The maximum dose is

900 mg per day. To minimize the risk of orthostatic hypotension,

bradycardia, and syncope, it is necessary to use this low starting

dose, gradual titration schedule, and divided dosages.

CLOZAPINE can be taken with or without food.
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Discontinuation of Treatment: In the event of planned termination
of CLOZAPINE therapy, reduce the dose gradually over a period
of 1 to 2 weeks. If abrupt discontinuation is necessary (because of
agranulocytosis or another medical condition, for example), monitor
carefully for the recurrence of psychotic symptoms and symptoms
related to cholinergic rebound such as sweating, headache, nausea,
vomiting, and diarrhea.
Re-Initiation of Treatment: When restarting CLOZAPINE in patients
who have discontinued CLOZAPINE (i.e., 2 days or more since the
last dose), re-initiate with 12.5-mg once daily or twice daily. This is
necessary to minimize the risk of hypotension, bradycardia, and
syncope. If that dose is well tolerated, the dose may be increased to
the previously therapeutic dose more quickly than recommended for
initial treatment.
Renal or Hepatic Impairment or CYP2D6 Poor Metabolizers: It
may be necessary to reduce the CLOZAPINE dose in patients
with significant renal or hepatic impairment, or in CYP2D6 poor
metabolizers.
Dosage Adjustments with Concomitant use of CYP1A2, CYP2D6,
CYP3A4 Inhibitors or CYP1A2, CYP3A4 Inducers:
Dose adjustments may be necessary in patients with concomitant
use of: strong CYP1A2 inhibitors (e.g., fluvoxamine, ciprofloxacin,
or enoxacin); moderate or weak CYP1A2 inhibitors (e.g., oral
contraceptives, or caffeine); CYP2D6 or CYP3A4 inhibitors (e.g.,
cimetidine, escitalopram, erythromycin, paroxetine, bupropion,
fluoxetine, quinidine, duloxetine, terbinafine, or sertraline); CYP3A4
inducers (e.g., phenytoin, carbamazepine, St. John’s wort, and
rlfampln) or CYP1A2 inducers (e.g., tobacco smoking).
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Overdosage: The most commonly reported signs and symptoms
associated with Clozapine overdose are: altered states of consciousness,
including drowsiness, delirium and coma; tachycardia; hypotension;
respiratory depression or failure; hypersalivation. Aspiration pneumonia
and cardiac arrhythmias have also been reported. Seizures have
occurred in a minority of reported cases. Fatal overdoses have been
reported with Clozapine, generally at doses above 2500 mg. There
have also been reports of patients recovering from overdoses well in
excess of 4 g.

Management of Overdose: Establish and maintain an airway;
ensure adequate oxygenation and ventilation. Activated charcoal,
which may be used with sorbitol, may be as or more effective than
emesis or lavage, and should be considered in treating overdosage.
Cardiac and vital signs monitoring is recommended along with general
symptomatic and supportive measures. Additional surveillance
should be continued for several days because of the risk of delayed
effects. Avoid epinephrine and derivatives when treating hypotension,
and quinidine and procainamide when treating cardiac arrhythmia.
Packaging: (3) blisters, each contains 10 tablets /carton box
Storage conditions: store at room temperature, below 30°C.

TPP1900000 THIS IS A MEDICAMENT

—A medicament is a product but uniike any other products.
- A medicament is a product which affects your health, and s consumption
ary to instructions is dangerous for you.

e el R fortors Fragrion. e method of use and the instructons
of the pharmacist who sold the medicament. The doctor and the pharmacist

are experts in medicine, its benefits and risks.

Ba not by yourself intorrupi the period of treaiment prescibed for you.

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN
(Council of Arab Health Ministers) (Arab Pharmacists Association)
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Manufactured by:
HAMA PHARMA Hama - Syria
Tel.: +963 33 8673941 Fax: +963 33 8673943
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