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FORMULATION
100mg

PRODUCTDESCRIPTIONS
ol plain 9/32" diameter 16" diameter

PHARMACOLOGY
a

“atypical

o D,,D,,2ndD, recept e D, rcapo T
dion,cozapine

has polentanti-a-adi tichol ihist darousal-react Clnicall
drug treatment. Incontrastto
amenorrhea, galactorrhea, andimpotence.

PHARMACOKINETICS
Clozapine is well absorbed from the gastrointestinal tract (90 to 95%); neither the rate nor extent of absorption is affected by food intake. However, g lbject to moderate fir
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INDICATIONS
« Treatment-Resistant Schizophrenia

state

DOSAGE AND ADMINISTRATION
Before ntatingtherapy.

ifexpected benefis learly outweigh the risks,
General Dosing Recommend:
Clozapine may e aken wihorwithout oo

jzures, and sedation.

>3500/mm’ (3.5x10'1L) and an ANC > 2000imm' (2.0 10°L), and within standardized normel mits
o

TREATMENT-RESISTANT SCHIZOPHRENIA
Starting Dose
12, fwelltolerated,

twoweeks

100mg

um Dose: 900 mg per day

Maintenance Dose
Ifth

associated with clozapine.
Discontinuation of Therapy

leukopenia), for ( headache

nausea, vomiting, and diarrhea).
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wiceaday. However, cardacarest
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occurrence of an unfoward event and increase its severtty. Such phenomena occur when immune-mediated mechanisms are responsible. Therefore, during the reintiation of treatment, addtional caution is advised.

REDUCING THE RISK OF RECURRENT SUICIDAL

In order o maintain risk for course of 2apine of atleast fer two years, the patients risk o suicidal behavior d. I the.
Then,

intervals, based on thorough assessments of the patients risk fr suicidal behavior during treatment. If the patientis no longer t isk for reatment with clozapine may be

TREATMENT HAS FAILED
12,

should preferablybe given as asingle dose inthe evering.
Mean Effective Dose: 25t037.5mg per day

12.5mg perweek,
125mgper 100mg per )
nh ikl
SPECIAL POPULATION:
Initial dose:

Geriatric:

0r,as prescribed byaphysican

CCONTRAINDICATIONS

. paraytceu

+ Inpatients whoare unable toundergo regular blood tests

+ Impaired bone marrow function

- Giculaloy collapse andlor CNS depressionofany caise

+ Severerenalor cardiacdisorders (e.g., myocarditis)

. hepaticaiurg

Neutropenia). (See

Drug nteractions)

“Agranulocytosis
Because of a signficant isk of agranulocytosis, a potentaly fe-hreatening adverse even, clozapine should be reserved for use in 1) the treatment of severely il patents with schizophenia who fai to show an
)for

atrisk of
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Other Adverse Cardiovascular and Respiratory Effects
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WBC Countand ANC Monitoring Schedule

10 days pr
for Table |

Table 1. Frequency of Monitoring based on Stage of Therapy o Results from WBC and ANC Monitoring
ical Values Frequency of WBC and ANC Monitoring
Initiation of Therapy

WBC > 3,500mm’
ANC > 2,000/mm"
Note: Do not initate in patients with: Weekiy for 6 months
2; g:swry of myeloprolferative disorder or

©- 2 months of therapy

Al restits for WBC > 3,500/mm’ and ANC > 2,000/mm’ [ Every 2weeks for 6 months
72 months of therapy

Al rsults for WBC > 3,500/mm’ and ANC > 2,000/mm’ [ Every 4 weeks thereafter

Immature forms present
Not applicable [ Repeat WBC and ANC

i of Therapy
Not applicable [ Weekly for atleast 4 weeks from day of or until WBC > 3,500imm'’ and ANC > 2,000/mm”

Substantial decrease in WBC or ANC
Single decrease or cumulave ecrease 1. Repeat WBC and ANC. Carefully montor for manifestations of infecton. ™
within 3 weeks of WBC > 3,000/mm’ or ANC > 1,500/mm’ 2.If repeat values are 3,000/mm’ < WBC < 3,500/mm’ and ANC < 2,000/mnt’, then monitor twice a week.
Wild Leukopenia  Mil i

3,500mm’ >WBC > 3,000/’ andor Wonitor wice 2 week untl WBC > 3,500imm” and ANC > 2,000/mim’ then resume previous moritorng frequency.
2,000’ > ANC > 1,500imm’ C: f nfection.™

Woderate Leukopenia / Moderat
3,000imm’ > WBC > zﬂoolmm andior ! for infection.™
1,500imm’ > ANC > 1,000/ 2. Monitor daily until WBC > 3,000/mm’ and ANC > 1,500/mm"

3. Monitor twice a week until WBC > 3,500imm’ and ANC > 2,000imm’
4. May rechallenge when WBC > 3, sou/mm and ANC > 2,000/mm’

monihsand henevery 4 weeka ndeintely
Severe Loukopenia i

. . arefully monitor for Finfection ™"
WBC < 2,000/mm’ and/or ANC < 1,000/mm 2 Monitor unm normal and for a least four weeks from day of discontinuaton as folows:
ly untl WBC > 3,000imm’and ANC >1,500imm
« Tuice a week untl WBC > 3,500imm’ and ANC > 2,000mm’
« Weekly after WBC > 3,500/mm’

1. Discontinue therapy and do patient” C: of infection ™
ANC < 500/mm’" 2 onlorunt noma and o a ezt our weeks o day o discontnaton as foows

* Daily until WBC > 3,000/mm'’ and ANC >1,500imm"

*+ Twice a week until WBC > 3,500/mm’ and ANC > 2,000/mm"

+ Weekly after WBC > 3,500imm’

* Agranulocylosis develops upon rechallenge, often with a shorter atency.
* Carefuly monito for ke symploms or oher manifestation of inection; nsiue appropriate antinective therapy i necessary.

Nonrechallengeable Patients
B be considered to d d patients should the total WBC count falls below 2,000/mm’ or the ANC falls below 1,000/m’".

regimeninstitted
Treatmentof Rechallengeable Patients

their 1,000/mm’. > WBC >
2,000/mm’) have up to a 12-fld increased isk of having a subsequent episode of when to the full \though y be
00/mm’ 000/mm’, hether
reatment outweighs the increased sk of agranulocyloss,
¥ Therefore, one
ar 3,500mm’ , )
WBC (WBC23,500/mm’and ANC2>2,000imm) coninue o
Interruptions of Therapy
BC
Table 2.

Table 2. WBC and ANC p
Previous therapy duration < 6 months, with no abnormal maoa event (WBC > 3,500/mm’ and ANC > | Continue with weekly WBC and ANC monitoring where left offin schedule; do not restart 6-month

2,000/m’) and interruption in therapy > 3 days but < 1 m period. When 6-month period complete, may decrease monitoring frequency to every other week
Pv:waus‘ hw:vamr duration < 6 months, with no abnormal blood event and interruption in therapy Monitor WBC and ANC weekly for additional 6 months before decreasing to biweekly testing.
> 1 mon
Previous therapy duration <6 months, with abrormal blood event (WBC < 3,500/mm’ or ANC < See Table 1
2000imm) B
uration 6 012 months, with event and interruption i therapy | Monitor WBC and ANC weekly for 6 weeks, then resume monitoring every other week for an
>3 days but < 1 month addiional 6 months
uration 6 012 months, with eventand inferrupton in therapy | Monitor WBC and ANC weekly for § months, then resume montoring every ofher wee for an
> 1 month

Previous therapy duration 6 1012 months, with abrormal blood event (WBC < 3,500/mm” or ANC
<2,000/mm’) but rechallengeable *

Previous therapy duration > 12 months, with o abnormmal blood event and iterruption n therapy
>3 days but <1 month

See Table 1

Monitor WBC and ANC weeKy for 6 weeks, then resume monitoring every 4 weeks,

P > 12 months, with no abnommal blood event intherapy | Monitor WB yfor 6 monihs, then oring every ofher week for an
> 1 month additional 6 months, then resume monitoring every 4 weeks.**
Previous therapy duration > 12 months, with abnormal blood event (WBC < 3,500/mm’ or ANC <
See Table 1
2,000imm) but rechallengeable *
N Recha\\engeab\e defined as WBC > 2,000/mm’ and ANC > 1,000/mm’ during previous therapy
* Transiton quency of permitied i all WBC count to or exceeding 3,500imm” and ANC values are equal t or exceeding
Z‘DOO/mm
Eosinophiliaand Thrombocytopenia
I 000/,
000/mm’. v,
Myocar
ith clozapine use; fatalities. Myocarditis or patients who

experience persistent tachycardia at rest, particularly in th first two months of treatment, andior palptatons, arthythrias, chest pain and other signs and symptoms of heartfailre (e.g., unexplained fatigue, dyspnea,
tachypnea), or symptoms that mimic myocardial nfarction. Other symptoms which may be present include fiu-fie symptoms. If myocardits o cardiomyopathy is suspected, clozapine reatment should be promply

Seizures (see Boxed Warning)

Tachycardia, y 101015bpm
including ST
of clozapine. However, in linical ia Inaditon,
pericardif ¢ andior
ofdose shouldbe carefull observed.
Hyperglycemiaand Diabetes Melltu
There have been reports of severe hyperglycemia, sometimes associated with ketoacidosis, hyperosmolar coma, or death, in patients reciving certain atypical antpsychotic agents including oezpne. Paﬂents with
polydipsia. plyph
Neuroleptic Malignant Syndrome (NMS)
lerigicty
ehycardia, diaphoresi
treatment after y . the potential NS
havebeen
Tardlv-Dysklncila
involuntary,
the lder
beestabished Neverthel
Fever
e bove 38°C (100.4°F), with peak incidence within the frst three weeks of While this fever s g , it may
PubooaaryEniolse
pi P P ith deep-vein e dyspnea,
chest pel crothertesp oy snsand syt
Hepatid
nausea, vomiing,
Liverfunction
shouldbe closely monitored tterre-introduction ofthe drug.
Anticholinergic Effects
C: lozapine

has been associated with varying degrees of impaitment of ntestinal peristalsis, anging from constipation to intestinal obstruction, fecal impaction and paralytic leus. On rare occasions, these cases have been fatal

Cerebrovascularadverse events

stroke.
Useinpatients with concomitantillness

Usein patients undergoing general anesthesia
p

NS effectsof the crug,
scheduled forsurgery.

Interference with cognitive and motor performance

4

INTERACTION WITHOTHER MEDICAMENTS

g i
and long-cting depot injections of antipsychotics (e.g., flupentisol, ﬂuphennme, Saloparidol, ppotazine, rsperdone, mclnpemhl

I): Increased risk of agranulocytosis; concormitant use s not

* Ritonavir: o

+ Alcohol, antit ibi ) including narcotics: ditive CN cognitive and motor
whenusedmcumbmananwnhmeseurugs

Type flecainide, propafenone, encainide,
i warfarin, di
Caffeine, fluoxetine, fi i tine, sertraline, venlafaxi

o
2ovcooT

Otherinteraction:

STATEMENT ON USAGE FORHIGH RISK GROUPS
+ PREGNANCYANDLACTATION

delivery hypertonia, hypotonia,
remor, somnolence, )

I
Lactation

+ PEDIATRIC

+ GERIATRIC
cl

andof

ADVERSE EFFECTSIUNDESIRABLE EFFECTS
o e, nekres,palor s sops
Central oor coordination,
etionic ovemort, shokiéss. Painsonam omor dstoeSeapingHimars, nsoia, smoknce, oalosrest nypemnes\a hypokinesialzkinesia, agiation, rgidiy, akathisia, confusion, letharay, ataxia,
slured speech, loss of speech, stuttering, depression, anxiety, amenti, ics, delusionshallucinatons, dysarthia, amnesiaimemory loss, paranoia, iitabiity, numbness, polycipsia, headache, delfium, abormal
Jonus, paresth

Cardiovascular: Tachycardia, bradycardia, hypotension, hypertension, ncop dema, palpitations cyanosis, premature
ventricular contraction, atralor ventricular irilaton,
Nausea, voriting, g g, salvaton,salvary ry mouth, dry throat, thoat discomfort, constipation, abdominal discomforthezrtburn, abdominal distention, dyspepsia,
darthea, gastroenteiis, astriculcer, Sl lesding, Jlimpaciion, hematemesis, eructation, dysphag
ight gain, weight , impotence, priapism

pergycanie, ypeurcanie. ypordireni, estineosphnasalovaton
Hepatic: Livertestabnormalily, cholestasis, hepatits, jaundice
ughing,

T hinorh heezing, bronchits, laryngits, sneezing, aspiraton, lower
respiraory ractinfection
inconti dysmenorth
Heic and Lymphatic System: eosinophiia, leukocytosis, anemia, deep vein thrombosis, elevated
Dermatologic and Sensitivity Reactions: Sweating, rash, hot flashes, pruritus, eczema, bruise, dematis, petechize, uricaria, erythema, reactons: vasculit,
Stevens-Johnson Syndrome
pain (back, neck,legs), muscie spasm, musclepain
mydriasis,eyeliddisorder, nystagmu bittr taste, eardisorder, nosebleed
OVERDOSAGE & MANAGEMENT
12%.
(@9) 10,000mg (10g). However,inafew adus,
fiedn i none case, in death

symptoms of clozapine overdosage include altered states of consciousness and CNS depression (e.g.,drowsiness, deliium, coma), tachycardia, cardiac arthythmias, hypotension, respiratory depression o faiure,
aspiration, pneumonia, and hypersalivation. Seizures have occurted with overdosage in some paients. Management of clozapine overdosage includes establishing and maintaining an ainway, ensuring adequate
oxygenation and ventiation. Gastic avage andior adminisiraton of activated charcoal witin the frt six hours after ingestion should be considered. Symptomatic reatment under continuous cardiac montoring,

because ofthe possibity ofa " o  caus et owerng of o pressrs,Bocaus of el v nterlnerc e
quinidine or| modialysis
STORAGE CONDITION

Keepthe productoutofreach and swghlo{:m\dmn
Store attemperatures notexceeding 30

AVAILABILITY
Nirva 25 mgtablet, Alu-Blster Packof 10's (Boxof 30's)
Nirva 100mgtablet, Alu-Blster Pack of 10 (Box of 30's)

CAUTION
Foods, Drugs, Device:

Manufactured by AMHERST LABORATORIES, INC.
UNILAB Pharma Campus, Barangay Mamplasan
Bifian, Laguna, Philippines

for UNILAB, Inc
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