
 

 
 

 
 

    
  

 
 

 
 

 
 

 
 

 

  
  

  
 

 
  

  
 

  

 

 

  
   

  

 

  
   

 
  

  
  

  
 

 

   

 

  
  

 

 

 
 

  
  

 
  

 
   

 
 

   
  

   
 

 
  

  
  

   
 

  
  

  

 

        
 

 
 

  
 

   
  

  

 

  
 

   
     

 
  

  

 

 
  

 
  

 
  

 

HIG H LIG H TS O F PRES CRIBING INFO RMATIO N 
Th e s e  hig hlig hts do n ot include a ll the information needed to u se 
C LO ZARIL s afely and effectively. See full prescribing i nforma tion for 
C LO ZARIL. 

C LO ZARIL® (clozapine) tablets, for o ral u se 
In i ti al U.S. Approval: 1989 

W ARNING: AGRANULO C YTO S IS ; O RTHO S TATIC
 
HYPO TENS IO N, B RADYC ARDIA, AND S YNC O PE; S EIZURE;
 

MYO C ARDITIS AND C ARDIO MYO PATHY; INC REAS ED 

MO RTALITY IN ELDERLY PATIENTS W ITH DEMENTIA-

RELATED PS YC HO S IS
 
See full prescribing information for complete boxed warning.
 

•  Agra nulo cy to sis: C an lea d to s erious i nfection and de ath. Mo nitor white 
bl oo d ce ll count a nd a bsolute n eutrophil co unt prio r to a nd during 
tre atment. Monitor for symptoms of agranulocytosis and infection. (2.1, 
5 .1) 

•  B e cause o f risk o f a granulocytosis , C LO ZARIL is a vaila ble o nly 
th rough a restricted pro gram ca lled the C LOZARIL National Registry. 
Pre s cribers, patients , and ph armacies must enroll i n the prog ram. (5 .2 ) 

•  O rthostatic Hypotensio n, B rady cardia , a nd S yncope: Ri sk is dose-
re l a ted. Starting dose is 1 2 .5 mg . Ti tra te g radually a nd u se divi ded 
dos ages. (2.2, 2.5, 5 .3 ) 

•  S e izure: Risk i s dose-related. Ti trate g ra dually a nd u se divided doses. 
Us e  wi th caution in patients wi th h isto ry of s eizure o r risk factors for 
s e i zure. (2.2, 5 .4) 

•  My o ca rditis and C ardiomyopathy : C an be fa ta l. Di scontinue a nd o btain 
cardi ac evaluation i f findings sug gest these ca rdiac reactions. (5.5) 

• In cre ased Mortality i n El derly Pa tients with Dementia-Related 
Ps y ch osis: CLOZARIL i s n ot a ppro ved for this co nditio n. (5 .6) 

-------------------------INDICATIO NS AND USAGE------------------------------

CLOZARIL is an at ypical antip sycho tic indicated fo r: 
• T reat ment-resistant schizophrenia. Efficacy was est ablished in an active-
co n t rolled st udy . (1.1, 1 4.1) 
• Reducing suicidal beh avio r in patients wit h schizophrenia or schizoaffective 
diso rder. Efficacy was est ablish ed in an act ive-con trolled st udy . (1.2, 1 4.2 ) 

-----------------------DOSAGE AND ADMINIS TRATIO N----------------------

• St art ing Do se: 12.5 mg once daily o r twice daily. (2 .2 ) 
• Use caut io us t it ration and div ided do sage sch edule. (2 .2, 5 .3 ) 
• T it ration: in crease t he t otal daily dosage in increments of 25 mg t o 50 mg 
p er day, if well-t olerated. (2 .2 ) 
• T arget do se: 3 0 0 m g t o 4 5 0 m g p er day , in div ided do ses, by t he end of 2 
weeks. (2 .2) 
• Subsequent increases: in crease in increments o f 1 00 mg or less, o nce or 
t wice week ly. (2 .2) 
• Maximum daily dose: 900 mg (2 .2 ) 

---------------------DOSAGE FO RMS AND STRENG TH S ----------------------

25 mg and 100 mg t ablets wit h a facilitated score on on e side (3) 

------------------------------CONTRAINDICATIO NS-------------------------------

• Hist ory of clozapine-induced agran ulo cytosis o r sev ere gran ulocyto penia (4) 
• Known hypersensitivity to clozapine or any other component o f CLOZARIL 
(4) 

------------------------WARNINGS AND PREC AUTIO NS-----------------------

• Eosinophilia: Assess fo r o rgan involv ement (e.g., myo carditis, pancreatitis, 
hepat itis, co litis, nephritis). Disco ntinue if t hese occur. (5.7) 
• QT Interval Prolongation: Can be fat al. Co nsider addit ion al risk f actors f or 
p ro lo n ged QT in terv al (diso rders an d drugs). (5 .8) 
• Metabolic Changes: Atypical antipsych otic drugs have been associated wit h 
met abolic changes t hat may increase cardiovascular/cerebrovascular risk . 
T hese metabo lic ch anges include: 

o Hyperglycemia and Diabetes Mellitus: Monitor for symptoms of 
hyperglycemia including polydipsia, polyuria, p oly phagia, an d 
weak ness. Mo nitor glucose regularly in patients wit h diabet es o r at 
risk for diabet es. (5.9) 

o Dyslipidem ia: Un desirable alterations in lipids have occurred in 
pat ients t reated wit h atyp ical an tipsych otics. (5 .9) 

o Weight Gain: Significan t weight gain h as occurred. Monitor weight 
gain . (5.9 ) 

• Neuroleptic Malignant Syndrome (NMS): Immediately discontinue and 
mo n it or closely . Assess fo r co -m orbid co ndit ions. (5.10) 
• Fever: Ev aluat e for in fection, agranulocy tosis, NMS. (5 .11) 
• Pulm onary Embolism (PE): Co nsider P E if resp iratory dist ress, chest pain, 
or deep vein t hrombosis occur. (5.12 ) 
• Anticholinergic Toxicity: Use caut iously in presence of specific conditio ns 
(e.g., narro w an gle glauco ma, use o f an ticholinergic drugs) . (5 .13 ) 
• Interference with Cognitive and Motor Performance: Advise cautio n wh en 
o p erat ing m achiner y, in cludin g aut o mobiles. (5.14) 

----------------------------ADVERSE REAC TIO NS --------------------------------

Most common adverse reactions (≥5%) were: CNS react ions (sedation, 
dizzin ess/vert igo, h eadache, and t remor); cardiovascular reaction s
 
(t ach y cardia, h y potensio n, an d sy nco pe); aut on omic n ervo us sy st em reaction s
 
(h y p er salivation, sweat ing, dry m out h, an d v isual dist urbances) ;
 
gast rointestinal reactions (co nstipation and n ausea); and fever. (6.1)
 

To re po rt S USPEC TED ADVERS E REAC TIO NS , co nta ct No vart is 
Ph armaceuticals Corporation at 1-888 -66 9-668 2 or FDA at 1-8 00-FDA-
1088 or www.fda.go v/medwa tch. 

-----------------------------DRUG INTERAC TIO NS --------------------------------

• Concomitant use of Strong CYP1A2 Inhibitors: Reduce CLOZARI L do se t o
 
one-t hir d wh en co adm inistered wit h st rong CYP 1 A2 in hibitors (e.g.,
 
fluv o x am ine, ciprofloxacin, en oxacin). (2 .6 , 7.1)
 
• Concomitant use of Strong CYP3A4 Inducers is not reco mmended. ( 2.6, 7 .1) 

• Discontinuation of CYP1A2 or CYP3A4 Inducers: Co n sider reducin g
 
CLOZARIL dose when CYP 1A2 (e.g., t obacco smoke) or CYP 3A4 in ducers
 
(e.g., carbamazepine) are disco ntinued. (2.6, 7 .1 )
 

--------------------------USE IN S PEC IFIC PO PULATIONS---------------------

• Nursing Mothers: Disco ntinue drug or discont inue n ursing, t aking in t o 
co n siderat ion im p ortan ce o f drug t o m oth er. (8.3) 

S e e 17 for PATIENT C O UNSELING INFO RMATIO N 

Re vi s ed: 9/20 14 

Reference ID: 3676237 

http://www.fda.gov/medwatch


 

 

  
 

 

  
 

  
  
  

 
  

  
 

  
  
  
  
  

 
  

  
  
  

  
  

 
  
  
  
  

 
  
  
  
  
  
  
  
  

  
  
  

 
  

  
  

  
  
  

   
  
  
  
  
  
  

  
  
  

  
  

  
  
  

  
   

  
  
  

 
  

  
  

   
 

 

 
 

 

FULL PRES C RIB ING INFO RMATIO N: CO NTENTS * 
W ARNING:  AGRANULOCYTOSIS; ORTHOSTATIC 
HYPO TENS ION, BRADYCARDIA, AND S YNCOPE; S EIZURE; 
MYO C ARDITIS AND CARDIOMYOPATHY; INCREAS ED 
MO RTALITY IN ELDERLY PATIENTS W ITH DEMENTIA-
RELATED PS YC HOSIS 
1	 INDIC ATIO NS AND USAGE 

1.1	 T reat ment Resist ant Schizophrenia
 
1.2	 Reduct ion in t he Risk of Recurrent Suicidal Behavior in
 

Schizophrenia or Schizoaffective Disorder
 
2	 DO S AGE AND ADMINIS TRATIO N 

2.1	 Required Laborat ory Testing Prior t o Initiation and During 

T herapy
 

2.2	 Dosing Information
 
2.3	 Maint enance Treatment
 
2.4	 Disco nt inuat ion of Treatment
 
2.5	 Re-Init iation of Treatment
 
2.6	 Dosage Adjust ments wit h Con comitant use o f CYP 1A2,
 

CYP 2D6, CYP3A4 Inhibit ors o r CYP 1A2, CYP3A4 Inducers
 
2.7	 Renal or Hepat ic Impairment or CYP 2D6 P oor Metabolizers
 

3 DO S AGE FO RMS AND S TRENGTHS 
4 C O NTRAINDICATIO NS 
5 W ARNINGS AND PRECAUTIONS 

5.1	 Agranulocytosis
 
5.2	 CLOZARIL Nat ional Regist ry Because of the Risk of
 

Agranulocytosis
 
5.3	 Ort hostatic Hypotension, Bradycardia, and Syncope
 
5.4	 Seizures
 
5.5	 Myocarditis an d Cardiomyopathy
 
5.6	 Increased Mortality in Elderly P atients wit h Dementia-Related
 

P sychosis
 
5.7	 Eosinophilia
 
5.8	 QT Int erval P rolongatio n
 
5.9	 Met abolic Changes
 
5.10	 Neurolept ic Malign ant Syn drome
 
5.11	 Fever
 
5.12	 P ulmonary Embolism
 
5.13	 Ant icholinergic Toxicity
 
5.14	 Int erference wit h Cognitive and Motor P erformance
 

5.15	 T ardive Dyskinesia
 
5.16	 Cerebrovascular Adverse Reactions
 
5.17	 Recurrence o f P sychosis and Cholinergic Reboun d after Abrupt
 

Disco nt inuat ion of CLOZARIL
 

6	 ADVERS E REAC TIO NS 
6.1	 Clinical T rials Experience
 
6.2	 P ost marketing Experience
 

7	 DRUG INTERAC TIO NS 
7.1	 P ot ential for Other Drugs t o Affect CLOZARIL
 
7.2	 P ot ential for CLOZARIL t o Affect Ot her Drugs
 

8	 US E IN S PEC IFIC POPULATIO NS 
8.1	 P regnancy
 
8.3	 Nursing Mot hers
 
8.4	 P ediat ric Use
 
8.5	 Geriat ric Use
 
8.6	 P at ients wit h Renal or Hepatic Impairment
 
8.7	 CYP 2D6 P oor Metabolizers
 

10	 O VERDO SAGE 
10.1	 Overdosage Experience
 
10.2	 Management of Overdosage
 

11 DES C RIPTIO N 
12 C LINIC AL PHARMACOLOGY 

12.1	 Mechanism of Action
 
12.2	 P harmacodynamics
 
12.3	 P harmacokinetics
 

13	 NO NCLINICAL TO XICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
 

14	 C LINIC AL S TUDIES 
14.1	 T reat ment Resist ant Schizophrenia
 
14.2	 Recurrent Suicidal Behavior in Schizophrenia or
 

Schizoaffective Disorder
 
16	 HO W S UPPLIED/S TORAGE AND HANDLING 

16.1	 How Supplied
 
16.2	 St orage and Handling
 

17	 PATIENT C O UNSELING INFO RMATION 
* Sect ions or subsect ions omitted from t he full p rescribing information are 

not list ed 

Reference ID: 3676237 



 

 

 

  
  

 

 

 
 

  
  

  
 

  
   

 
      

  

 

  
 

 
  

  
    

 

  
  

 
 

   
 

 

    
   

   
  

   

 
 

  
 

  

  
      

       
   

 

FULL PRESCRIB ING INFORMATION
 

WARNING: AGRANULOCYTOSIS; ORTHOSTATIC HYPOTENSION, B RADYCARDIA, AND SYNCOPE;
 
SEIZURE; M YOCARDITIS AND CARDIOM YOPATHY; INCREASED M ORTALITY IN ELDERLY
 

PATIENTS WITH DEM ENTIA-RELATED PSYCHOSIS
 

Agranulocytos is 

CLOZARIL tre atme nt has caused agranulocytosis, define d as an abs olute neutrophil count (ANC) less than 
500/mm3. Ag ranulocyto sis can le ad to serious infe ction and de ath. Prior to initiating tre atme nt with CLOZARIL, 
obtain a bas e line white blood cell (WB C) count  and ANC. The ANC must be greater than or e qual to 2 0 0 0 /mm3 

and the WB C mus t be g re ater than o r e qual to 3500/mm3 for a patie nt to be gin tre atme nt with CLOZARIL. 
During tre atme nt, patie nts must have re gular monitoring o f ANC and WB C. Dis co ntinue CLOZARIL and do not 
re challe nge if the ANC is less than 10 0 0/mm3 or the WB C is less than 2000/mm3. Advise patie nts to immediately 
re port s ympto ms consistent with agranulocytos is or infe ction (e .g ., fe ver, we akness, lethargy, or s ore throat) [see 
Dosage and Administration (2.1), Warnings and Precautions (5.1)]. 

B e cause of the ris k of agranulo cytosis, CLOZARIL is av ailable only through a re s tricted program calle d the 
CLOZARIL National Re g istry. Under the CLOZARIL National Registry, pre scribers, patie nts, and pharmacie s
mus t e nroll in the program [see Warnings and Precautions (5.2)]. 

Ortho s tatic Hypotension, B radycardia, Syncope 

Ortho s tatic hypote nsion, bradycardia, s yncope , and cardiac arre s t have o ccurre d with CLOZARIL tre atment.
 
The ris k is highest during the initial titration pe riod, particularly with rapid dos e escalation. These re actions can 

occur with the firs t do s e , with dos es as lo w as 12.5 mg pe r day. Initiate tre atme nt at 12.5 mg once or twice daily;
 
titrate s lowly; and us e divided dosages. Use CLOZARIL cautiously in patie nts with cardiovas cular o r
 
ce re bro vascular dis ease or conditions pre disposing to hypo tension (e.g., dehydration, us e of antihype rte nsive

me dications ) [see Dosage and Administration (2.2, 2.5), Warnings and Precautions (5.3)].
 

Se izure s
 

Se izure s have o ccurre d with CLOZARIL tre atment. The ris k is do se-related. Initiate treatment at 12.5 mg, titrate 
gradually, and us e divided do sing. Use caution whe n adminis tering CLOZARIL to patie nts with a his to ry o f 
s e izure s or other pre disposing ris k factors for s eizure (CNS pathology, me dications that lowe r the seizure 
thre s hold, alco ho l abuse). Caution patie nts about e ng aging in any activity whe re s udde n lo ss of co ns ciousness
could caus e serious ris k to themselves or others [see Dosage and Administration (2.2), Warnings and Precautions 
(5.4)]. 

M yocarditis and Cardiomyo pathy 

Fatal myocarditis and cardiomyopathy have o ccurre d with CLOZARIL tre atment.  Discontinue CLOZARIL and 
obtain a cardiac e valuation upon s us picio n of the se re actions. Generally, patie nts with CLOZARIL-re lated 
myocarditis or cardiomyo pathy s hould not be re challenged with CLOZARIL. Co nsider the po ssibility o f 
myocarditis o r cardiomyo pathy if che s t pain, tachycardia, palpitations , dys pne a, fe ver, flu-lik e sympto ms,
hypo te ns io n, or ECG changes occur [see Warnings and Precautions (5.5)]. 

Incre as ed M ortality in Elde rly Patie nts with De mentia-Related Psychosis 
Elde rly patie nts with de me ntia-re lated psychosis tre ated with antips ychotic drugs are at an incre as ed ris k of
de ath. CLOZARIL is not approved fo r us e in patie nts with de me ntia-related psychosis [see Warnings and 
Precautions (5.6)]. 

1 INDICATIONS AND USAGE 

1.1 Tre atme nt Resistant Schizo phre nia 
CLOZARIL is indicated for the tre atment of se verely ill patients with schizophrenia who fa il to respond adequa te ly to 
standa rd antipsyc hotic treatme nt. Because of the significant risk of a granulocytosis and seizure a ssoc iated with its use, 
CLOZARIL should be used only in patients who ha ve faile d to respond adequa te ly to standa rd antipsychotic treatment 
[see Warnings and Precautions (5.1, 5.4)]. 

Reference ID: 3676237 



 

 

    
    

  

    
          

     
           

         
    

  
   

          
         

       
  

    
     

       
        

           
    

 

   

  
       

  

  
       
         

      
   

  
      

       
      

     

  
 

      
        

      
      

     

The effectiveness of CLOZARIL in treatment-re sistant schizophrenia was de monstrated in a 6-we ek, randomized, double-
blind, active-controlled study comparing CLOZARIL a nd chlorproma zine in patients who had failed other a ntipsychotics 
[see Clinical Studies (14.1)]. 

1.2 Re ductio n in the Ris k o f Recurre nt Suicidal B ehavior in Schizophre nia or Schizoaffe ctive Dis order 
CLOZARIL is indicated for reduc ing the risk of rec urre nt suicidal beha vior 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 put him/herself at risk for death. 

The effectiveness of CLOZARIL in re ducing the risk of recurrent suicidal be havior was demonstrated ove r a 2-year 
treatment period in the InterSeP T™ trial [see Clinical Studies (14.2)]. 

2 DOSAGE AND ADM INISTRATION 
2.1 Re quire d Laboratory Te s ting Prior to Initiation and During The rapy 
P rior to initiating treatment with CLOZARIL, obtain a complete blood count (CBC) with diffe re ntial. The a bsolute 
neutrophil count (ANC) must be gre ater than or equa l to 2000/mm3 a nd the WBC must be greater than or e qual to 3500 
mm3 in order to initiate treatme nt. To continue treatment, the ANC and WBC must be monitored regula rly [see Warnings 
and Precautions (5.1)]. 

2.2 Dos ing Information 
The starting dose is 12.5 mg once daily or twic e daily. The total daily dose c an be increa sed in increments of 25 mg to 50 
mg per day, if well-tolerated, to a chie ve a ta rget dose of 300 mg to 450 mg per day (administered in divided doses) by the 
end of 2 we eks. Subseque ntly, the dose ca n be increased once weekly or twic e wee kly, in increments of up to 100 mg. 
The maximum dose is 900 mg per day. To minimize the risk of orthostatic hypotension, bradycardia , and sync ope, it is 
ne cessary to use this low starting dose , gradua l titration schedule, and divided dosage s [see Warnings and Precautions 
(5.3)]. 

CLOZARIL can be ta ken with or without food [see Pharmacokinetics (12.3)]. 

2.3 M ainte nance Treatment 
Generally, it is re commended that patients re sponding to CLOZARIL continue mainte nance treatme nt on the ir effe ctive 
dose beyond the acute episode. 

2.4 Dis continuation of Tre atme nt 
In the eve nt of planned termination of CLOZARIL therapy, reduc e the dose gradua lly ove r a period of 1 to 2 we e ks. If 
abrupt discontinuation is necessa ry (beca use of agranuloc ytosis or another me dical c ondition, for example), monitor 
ca re fully for the re currence of psychotic symptoms and symptoms re lated to cholinergic rebound such as profuse 
sweating, headac he, nausea, vomiting, a nd dia rrhe a. 

2.5 Re-Initiation of Tre atme nt 
When restarting CLOZARIL in patie nts who have discontinued CLOZARIL (i.e., 2 days or more since the last dose), re-
initia te with 12.5-mg once daily or twice da ily. This is nec essary to minimize the risk of hypotension, bradycardia , and 
syncope [see Warnings and Precautions (5.3)]. If that dose is well tolerated, the dose may be inc re ase d to the previously 
therapeutic dose more quickly tha n recommende d for initial trea tment. 

2.6 Dos age Adjus tments with Concomitant us e of CYP1A2, CYP2D6, CYP3A4 Inhibitors or CYP1A2, 
CYP3 A4 Induce rs 
Dose adjustments may be ne cessary in patients with concomitant use of: strong CYP 1A2 inhibitors (e.g., fluvoxamine, 
ciprofloxac in, or enoxacin); moderate or weak CYP 1A2  inhibitors (e.g., oral contra ceptives, or caffeine ); CYP 2D6 or 
CYP 3A4 inhibitors (e .g., c imetidine, escitalopram, erythromycin, pa roxetine, bupropion, fluoxe tine, quinidine, 
duloxetine, te rbinafine, or sertraline); CYP 3A4 induce rs (e.g., phenytoin, c arbama zepine, St. John’s wort, a nd rifampin); 
or CYP 1A2 induc ers (e.g., tobac co smoking) (Table 1) [see Drug Interactions (7)]. 

Reference ID: 3676237 



 

 

  
  

 
 

 

  
 

 

  
 

 

 
  

 
 
 

 
  

 
 

   
    

 

  
 

  
  

 

 
   

     
 

    

 
 

 

  

 

   
    

 

  
 

 

  

   
        

   

  
          

 

  

  
     

 

  
     

     
  

  

  
 

        
       

      
     

       
       

         

Table 1. Dos e Adjus tme nt in Patie nts Taking Concomitant M e dications 
Come dications Sce narios 

Initia ting CLOZARIL 
while taking a 
comedication 

Adding a 
comedic ation 
while taking 
CLOZARIL 

Disc ontinuing a 
comedication 
while continuing 
CLOZARIL 

Strong CYP 1A2 
Inhibitors 

Use one-third of the CLOZARIL dose . Increase CLOZARIL 
dose base d on c linical 
response. 

Moderate or Weak 
CYP 1A2 Inhibitors 

Monitor for adve rse reac tions. Consider 
reduc ing the CLOZARIL dose if nece ssary. 

Monitor for lac k of 
effectiveness. 
Consider inc re asing 
CLOZARIL dose if 
necessary. 

CYP 2D6 or CYP 3A4 
Inhibitors 
Strong CYP 3A4 
Inducers 

Concomitant use is not recommende d. 
However, if the inducer is necessary, it may be 
necessary to increase the CLOZARIL dose. 
Monitor for decreased effectiveness. 

Reduce CLOZARIL 
dose base d on c linical 
response. 

Moderate or weak 
CYP 1A2 or CYP 3A4 
Inducers 

Monitor for decrea sed effe ctiveness. Conside r 
increasing the CLOZARIL dose if necessary. 

Monitor for adverse 
reac tions. Consider 
reducing the 
CLOZARIL dose if 
necessary. 

2.7 Re nal or He patic Impairme nt or CYP2D6 Poor Metabolize rs 
It may be necessary to reduce the CLOZARIL dose in patients with significant re nal or hepatic impa irment, or in 

CYP 2D6 poor me tabolizers [see Use in Specific Po pulations (8.6, 8.7)].
 

3 DOSAGE FORMS AND STRENGTHS 
CLOZARIL (clozapine) is available as 25 mg and 100 mg round, pale -yellow, uncoated tablets with a facilitated score on 
one side. 

4 CONTRAINDICATIONS 

• His tory of Clozapine -induce d Agranulocytosis or Se vere Granulocytopenia 
CLOZARIL is contraindic ated in pa tients with a history of clozapine-induced agra nulocytosis or severe granulocytopenia 
[see Warnings and Precautions (5.1)]. 

• Hype rs ensitivity 
CLOZARIL is contraindic ated in pa tients with a history of hype rsensitivity to cloza pine (e.g., photosensitivity , va sculitis, 
e rythema multiforme, or Stevens-Johnson syndrome ) or a ny othe r c omponent of CLOZARIL [see Ad verse Reactions 
(6.2)]. 

5 WARNINGS AND PRECAUTIONS 

5.1 Agranulocytos is 
Back ground 

Agranulocytosis, defined as an ANC of less than 500/mm3, has been estimated to occur in association with clozapine use 
at a cumula tive incidenc e at 1 ye ar of approximate ly 1.3% , based on the oc currence of 15 US cases out of 1743 pa tients 
exposed to CLOZARIL during its c linical testing prior to domestic marke ting. All of these cases occurred at a time when 
the need for c lose monitoring of WBC c ounts was alrea dy recognized. A hematologic risk analysis was conducte d based 
upon the a vaila ble information in the CLOZARIL National Registry for US pa tients. Based upon a cut-off date of April 
30, 1995, the inc idence rates of agranuloc ytosis based upon a weekly monitoring sche dule rose steeply during the first 2 
months of therapy, peaking in the third month. Among c loza pine pa tients who c ontinued the drug beyond the third month, 

Reference ID: 3676237 



 

 

           
         

   
 

         
       

           
       

     
       

       
      

        
      

      
       

  

      
    

        
        

           
        

          
     

    
               

       
        

          
  

       
       

  
      

 

 
  

      
 

 
    

   
  

 
  
   

 
  
 

 

 

the weekly inc idence of agra nuloc ytosis fell a substantia l degree. After 6 months, the weekly incidenc e of a granulocytosis 
de clines still further; howe ver, it ne ver reaches zero. It should be noted tha t any type of reduction in the frequency of 
monitoring WBC counts may re sult in an increased incide nce of agra nuloc ytosis. 
Risk Factors 

Experience from clinical development, as well as from examples in the medical literature, suggests that patients who have 
de veloped agranuloc ytosis during clozapine therapy are a t inc re a sed risk of subseque nt episode s of agra nuloc ytosis. 
Analysis of WBC count data from the CLOZARIL National Re gistry a lso suggests that patients who have an initia l 
episode of moderate le ukope nia (3000/mm3>WBC count ≥2000/mm3) are at an increase d risk of subsequent episodes of 
agra nulocytosis. Exce pt for bone-marrow suppre ssion during initial clozapine therapy, there are no other established risk 
factors ba sed on worldwide expe rience for the development of agranulocytosis in assoc iation with cloza pine use. 
Howeve r, a disproportiona te number of the US cases of agranulocytosis occ urre d in patients of Je wish background 
compared to the overall proportion of suc h patie nts e xposed during domestic development of clozapine. Most of the US 
cases of agranulocytosis occurred within 4–10 weeks of exposure , but ne ither dose nor duration is a reliable pre dictor of 
this problem. Agranuloc ytosis associated with othe r a ntipsychotic drugs has been reported to occur with a gre ater 
freque ncy in women, the e lderly, and in patie nts who are c achec tic or have serious underlying medic al illness; such 
pa tients may a lso be at particular risk with c lozapine, although this has not been definitively demonstrated. 

WBC Count and ANC Clinical Monitoring Schedule 

CLOZARIL is available only through a distribution system that ensures monitoring of WBC c ount a nd ANC ac cording to 
the schedule described below prior to delivery of the ne xt supply of me dica tion. 

As de scribed in Table 2, pa tients who a re being treated with CLOZARIL must have a base line WBC count and ANC 
be fore initiation of trea tment, and a WBC c ount and ANC eve ry wee k for the first 6 months. The re after, if acc e ptable 
WBC counts a nd ANCs (WBC count ≥3500/mm3 and ANC ≥2000/mm3) have be en maintained during the first 6 months 
of continuous therapy, WBC counts and ANCs c an be monitored eve ry 2 we eks for the ne xt 6 months. Thereafter, if 
ac cepta ble WBC counts a nd ANCs (WBC c ount ≥3500/mm3 and ANC ≥2000/mm3) have bee n maintaine d during the 
second 6 months of c ontinuous the rapy, WBC c ount and ANC ca n be monitored every 4 weeks. 
When trea tment with CLOZARIL is discontinued (re gardless of the rea son), WBC count and ANC must be monitored 
weekly for a t lea st 4 we eks from the day of discontinua tion or until WBC c ount ≥3500/mm3 and ANC ≥2000/mm3 . 

Table 2 provides a summary of the fre quenc y of monitoring that should oc cur ba sed on va rious stage s of the ra py (e.g., 
initiation of therapy) or re sults from WBC count a nd ANC monitoring tests (e .g., moderate leukopenia). The text that 
follows should be consulted for additional details rega rding the tre atment of patients under the various conditions 
(e.g., se vere leukopenia ). 

Advise patients to immediately report the appe arance of signs/symptoms c onsiste nt with agra nuloc ytosis or infec tion (e.g., 
feve r, wea kness, letha rgy, or sore throat) at any time during CLOZARIL therapy. Such patients should ha ve a WBC c ount 
and an ANC performe d promptly. 
Table 2. Fre que ncy o f M onitoring B ased o n Stage of The rapy or Re s ults from WB C Count and ANC M onitoring 

Te s ts 

S ituation 
Hematological Values for 
Monitoring Frequency of WBC Count and ANC Monitoring 

Initiation of 
therapy 

W BC co u n t ≥3500/ mm3 

and 
A NC ≥2000/ mm3 

Note: Do not initiate in 
patients with a his tory of 
clozapine-induced 
agranulocytos is or s evere 
granulocytopenia. 

W eekly for 6 months 

Reference ID: 3676237 



 

 

   
 

    
    

  

 

 
 

    
   

  

  

  
 

   

 
 

        
      

  
 

  
   

   
  

   
       

     

 
       

 
 

    
 

         
   

 

    
    

 
     

 

          
 

       
  

 

  
      
    

  
     

  
   

    
      

  
 

      
 

 

   
         

  

      
       

  
      

     
 

   

         
       

  
      

    
  

   

  
 

 

         
      

  

6 to 12 months of 
therapy 

W BC ≥3500/mm3 

and 
A NC ≥2000/ mm3 

Every 2 weeks for 6 months 

12 months of 
therapy 

W BC ≥3500/mm3 

and 
A NC ≥2000/ mm3 

Every 4 weeks ad infinitum 

Immat u re fo rms 
pres ent 

N/ A Repeat W BC and ANC 

Dis continuation of 
therapy 

N/ A W eekly for at leas t 4 weeks from day of dis continuation or 
u n til W BC ≥3500/mm3 an d A NC ≥2000/ mm3 

Subs tantial drop in Single drop or cumulative 1. Repeat W BC and ANC 
W BC o r A NC drop within 3 weeks of: 

W BC ≥3000/ mm3 o r 
A NC ≥1500/ mm3 

2. If repeat values are: W BC 3000/mm3 t o 3500 an d 
A NC <2000/mm3 , then monitor twice weekly 

Mild leukopenia If W BC 3000 mm3 to Twice weekly u n til W BC >3500/ mm3 and A NC >2000/ mm3 

and/or <3500/mm3 then return to previous monitoring frequency 
M ild and/or 
granulocytopenia A NC 1500/mm3 to 

<2000/mm3 

Moderate W BC 2000/ mm3 to 1. Interrupt therapy 
leukopenia <3000/mm3 2. Daily u n til W BC >3000/ mm3 and A NC >1500/mm3 

and/or 
Moderate 
granulocytopenia 

and/or 
A NC 1000/mm3 to 
<1500/mm3 

3. Twice weekly u n til W BC >3500/mm3 and 
A NC >2000/mm3 

4. May rechallenge when W BC >3500/mm3 and 
A NC >2000/mm3 

5. If rechallenged, monitor weekly for 1 year before 
returning to the us ual monitoring s chedule of every 
2 weeks fo r 6 months and then every 4 weeks 
ad in fin it u m 

Severe leukopenia W BC count <2000/ mm3 1. Dis continue treatment and do not rechallenge patient 
and/or and/or 2. Monitor until normal and for at leas t 4 weeks from day 

Severe A NC <1000/ mm3 of dis continuation as follows : 
granulocytopenia − Daily u n til W BC >3000/mm3 and ANC >1500/ mm3 

− Twice weekly u n til W BC >3500/ mm3 and A NC > 
2000/mm3 

− W eekly after W BC >3500/mm3 

Agranulocytos is A NC <500/mm3 1. Dis continue treatment and do not rechallenge patient 
2. Monitor until normal and for at leas t 4 weeks from day 

of dis continuation as follows : 
− Daily u n til W BC >3000/mm3 and ANC >1500/ mm3 

− Twice weekly u n til W BC >3500/ mm3 and 
A NC >2000/ mm3 

− W eekly after W BC >3500/mm3 

W BC=W hite blood cell 
ANC=A bs olute neutrophil count 

Decrements in WBC Count and/or ANC 

Consult Table 2 above to dete rmine how to monitor patients who expe rience decrements in WBC count and/or ANC at 
any point during tre atment. Additiona lly, pa tients should be c arefully monitore d for flu-like symptoms or other symptoms 
sugge stive of infection. 

Reference ID: 3676237 



 

 

 

       
    

     
       

     
    

    
   

 
         

         
        
    
       

        
   

     
      

     
        

          
        

         
    

 

   
  

Nonrechallengeable Patients 

If the total WBC count falls be low 2000/mm3 or the ANC falls be low 1000/mm3, bone-ma rrow aspira tion should be 
considered to a sce rta in gra nulopoietic status a nd patients should not be re challenge d with clozapine. P rotective isolation 
with close observa tion may be indica ted if granulopoie sis is determined to be deficient. Should evidence of infection 
de velop, the pa tient should ha ve a ppropriate c ultures performed a nd a n appropriate antibiotic regimen institute d. 

P atie nts discontinued from clozapine therapy due to significant granulopoie tic suppression have been found to develop 
agra nulocytosis upon re challenge , often with a shorter late ncy on re-exposure. To reduce the chances of rechallenge 
oc curring in patients who have e xperie nced significa nt bone-marrow suppression during clozapine therapy, a single, 
na tiona l master file (i.e., Nonrechallengeable Database) is confidentially maintained. 

Treatmen t of Rechallengeable Patients 
P atients may be rechallenged with clozapine if their WBC count does not fall be low 2000/mm3 and the ANC does not fall 
be low 1000/mm3. Howeve r, ana lysis of the data from the CLOZARIL Na tiona l Registry sugge sts that pa tients who have 
an initia l episode of mode ra te le ukope nia (3000/mm3>WBC count ≥2000/mm3) have up to a 12-fold increa sed risk of 
ha ving a subsequent episode of agranulocytosis when re challenged as compared to the full cohort of patients treated with 
cloza pine . Although CLOZARIL therapy may be resume d if no symptoms of infe ction de velop a nd when the WBC c ount 
rises a bove 3500/mm3 and the ANC rises above 2000/mm3, prescribers are strongly advised to conside r whether the 
be nefit of continuing CLOZARIL treatme nt outweighs the increased risk of agra nulocytosis. 

Analyses of the CLOZARIL Nationa l Re gistry have shown an increased risk of ha ving a subseque nt episode of 
gra nulopoietic suppression up to a yea r after recove ry from the initial episode. Therefore, as noted in Table 2, patients 
must undergo we ekly WBC c ount and ANC monitoring for 1 year following recovery from an e pisode of moderate 
leukopenia and/or mode ra te granulocytopenia rega rdless of when the episode develops. If ac c eptable WBC counts and 
ANC (WBC count ≥3500/mm3 and ANC ≥2000/mm3) have been maintaine d during the ye ar of wee kly monitoring, WBC 
counts can be monitored every 2 weeks for the next 6 months. If acc eptable WBC counts and ANC (WBC count 
≥3500/mm3 and ANC ≥2000/mm3) continue to be maintained during the 6 months of every 2-week monitoring, WBC 
counts c an be monitored every 4 wee ks thereafter, a d infinitum. 
Interruptions in Therapy 

Figure 1 provides instruc tions rega rding re-initiating the ra py and subsequently the fre quenc y of WBC count and ANC 
monitoring after a period of interruption. 

Reference ID: 3676237 



 

 

   

 
    

        
         

  

    
     

 

      

    
 

     

     

   
       

       
       

 

         
      

         
        

    
         

      

Figure 1. Re s uming M onito ring Fre que ncy afte r Inte rruptio n o f The rapy 

5.2 CLOZARIL National Re gistry Because of the Risk of Agranulocytosis 
Because of the risk of agranuloc ytosis, CLOZARIL is a vailable only through a re stricted program called the CLOZARIL 
Nationa l Registry. Under the CLOZARIL National Registry, prescribers, pa tients, pharma cies, and distributors must 
enroll in the program. 

Require d compone nts of the CLOZARIL Na tiona l Registry are: 
 Healthc are professionals who presc ribe CLOZARIL must enroll in the progra m and c omply with the Registry 


requirements.
 

 P harma cies tha t dispense CLOZARIL must enroll in the progra m and comply with the Registry requirements. 

 Routine monitoring and submission of laboratory results (WBC a nd ANC) is re quired during treatment with 

CLOZARIL [see Warnings and Precautions (5.1)].
 

 P atie nts who re ceive CLOZARIL must be e nrolle d in a registry. 

Further information is ava ilable a t http://www.clozarilre gistry.c om or 1-888-669-6682. 

5.3 Ortho s tatic Hypotension, B radycardia, and Syncope 
Hypotension, bradyc a rdia, syncope, and cardiac arrest have oc curred with clozapine treatme nt. The risk is highest during 
the initial titra tion period, particula rly with ra pid 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 neura lly mediated refle x bradyc ardia 
(NMRB). 

Treatment must be gin at a maximum dose of 12.5 mg once daily or twice daily. The total da ily dose c an be increa sed in 
increments of 25 mg to 50 mg per day, if we ll-tolerated, to a ta rget dose of 300 mg to 450 mg pe r day (administered in 
divide d doses) by the end of 2 we eks. Subseque ntly, the dose can be increased weekly or twic e wee kly, in increments of 
up to 100 mg. The maximum dose is 900 mg per day. Use cautious titration and a divided dosage schedule to minimize 
the risk of serious ca rdiovascular rea ctions [see Dosage and Administration (2.2)]. Consider reducing the dose if 
hypotension occurs. Whe n resta rting patients who ha ve ha d even a brief interva l off CLOZARIL (i.e., 2 days or more 
since the last dose), re-initiate treatment at 12.5 mg once da ily or twic e daily [see Dosage and Administration (2.5)]. 

Reference ID: 3676237 
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Use CLOZARIL c a utiously in patients with cardiovasc ular disea se (history of myocardial infarction or ischemia, heart 
failure, or conduction a bnorma litie s), c e re brovascular disease, and conditions whic h would predispose patie nts to 
hypotension (e.g., concomitant use of antihypertensives, dehydration and hypovolemia). 

5.4 Se izure s 
Se izure has been estimated to occur in association with clozapine use at a cumulative incidence at 1 ye a r of approximate ly 
5% , base d on the occ urre nce of 1 or more seizures in 61 of 1743 patients e xposed to c lozapine during its c linic al te sting 
prior to dome stic marketing (i.e., a c rude rate of 3.5% ). The risk of se izure is dose-related. Initiate treatment with a low 
dose (12.5 mg), titrate slowly, a nd use divide d dosing. 

Use caution whe n administering CLOZARIL to patie nts with a history of seizures or other predisposing risk fac tors for 
seizure (e.g., head trauma or other CNS pathology, use of me dica tions tha t lowe r the se izure thre shold, or alcohol abuse ). 
Because of the substantial risk of seizure associated with CLOZARIL use, c a ution patients about engaging in a ny activity 
where sudde n loss of c onsc iousness could ca use se rious risk to the mse lves or othe rs (e.g., driving an automobile, 
operating c omplex mac hinery, swimming, climbing). 

5.5 M yocarditis and Cardio myopathy 
Myoc arditis a nd c ardiomyopathy ha ve oc curre d with the use of CLOZARIL. These reactions can be fatal. Discontinue 
CLOZARIL and obta in a ca rdiac e valuation upon suspicion of myocarditis or cardiomyopa thy. Gene ra lly, pa tients with a 
history of cloza pine-associated myocarditis or cardiomyopa thy should not be rec hallenged with CLOZARIL. Howeve r, if 
the bene fit of CLOZARIL tre atment is judge d to outwe igh the potentia l risks of recurrent myoca rditis or cardiomyopathy, 
the clinician may consider rechallenge with CLOZARIL in consultation with a cardiologist, after a complete cardiac 
e valua tion, and unde r c lose monitoring. 

Consider the possibility of myocarditis or cardiomyopathy in patients re ceiving CLOZARIL who pre sent with c hest pain, 
dyspnea, persistent tachycardia at rest, pa lpitations, fever, flu-like symptoms, hypotension, other signs or symptoms of 
heart failure , or e lectroc ardiographic findings (low voltages, ST-T a bnorma lities, a rrhythmia s, right axis de viation, a nd 
poor R wave progression). Myoc arditis most frequently presents within the first 2 months of clozapine treatment. 
Symptoms of cardiomyopathy gene ra lly occ ur later tha n clozapine-assoc iated myocarditis and usually after 8 weeks of 
trea tment. However, myocarditis and c ardiomyopathy c an oc cur at any pe riod during tre a tment with CLOZARIL. It is 
c ommon for nonspecific flu-like symptoms suc h as mala ise , myalgia, pleuritic chest pa in, and low-grade fevers to precede 
more ove rt signs of hea rt fa ilure. Typic al laboratory findings include ele vated troponin I or T, elevated creatinine kinase-
MB, peripheral eosinophilia, and elevated C-reactive protein (CRP ). Chest roentgenogram may demonstrate cardiac 
silhouette enlargement, and cardiac imaging (echocardiogram, radionucleotide studies, or cardiac catheterization) may 
reveal e vidence of left ventricular dysfunc tion. 

5.6 Incre as ed M ortality in Elde rly Patie nts with De mentia-Related Psychosis 
Elderly patie nts with deme ntia-re lated psyc hosis treated with a ntipsychotic drugs are at a n inc re ase d risk of death. 
Analyses of 17 place bo-controlled trials (modal duration of 10 weeks), large ly in patients ta king a typica l a ntipsychotic 
drugs, reveale d a risk of dea th in drug-treate d pa tients of betwe e n 1.6 to 1.7 times the risk of death in place bo-treated 
patients. Ove r the course of a typical 10-week controlled trial, the ra te of dea th in drug-tre a ted pa tients was about 4.5% , 
c ompa re d to a rate of about 2.6% in the plac ebo group. Although the c ause s of death were varied, most of the de a ths 
appeared to be either cardiovascular (e.g., he art failure , sudde n dea th) or infectious (e.g., pneumonia) in nature. 
Obse rvational studies suggest that, similar to atypical a ntipsychotic drugs, trea tment with conventional antipsychotic 
drugs may inc re ase mortality in this population. The exte nt to which the findings of increa sed mortality in observa tiona l 
studies may be a ttributed to the antipsychotic drug a s opposed to some c haracte ristic (s) of the patients is not cle ar. 
CLOZARIL is not a pproved for the tre atment of patie nts with dementia-related psychosis [see Boxed Warning]. 

5.7 Eos inophilia 
Eosinophilia , define d as a blood eosinophil c ount of grea ter than 700/mm3, ha s occurred with CLOZARIL treatme nt. In 
clinic al tria ls, approxima tely 1% of patients developed e osinophilia. Clozapine-relate d e osinophilia usually occurs during 
the first month of tre a tment. In some patients, it has been associated with myocarditis, panc re atitis, hepa titis, c olitis, and 
ne phritis. Such organ involveme nt could be c onsiste nt with a drug reac tion with eosinophilia a nd systemic symptoms 
(DRESS) syndrome, a lso known a s drug induc ed hypersensitivity syndrome (DIHS). If eosinophilia develops during 
CLOZARIL treatment, evaluate promptly for signs and symptoms of systemic reactions, suc h as rash or othe r a llergic 
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symptoms, myocarditis, or othe r organ-specific disease associated with eosinophilia. If CLOZARIL-related systemic 
disea se is suspected, discontinue CLOZARIL imme dia te ly. 

If a ca use of eosinophilia unre lated to CLOZARIL is identified (e.g., asthma, allergies, collagen vascular disease, parasitic 
infe ctions, and spec ific ne oplasms), treat the underlying c ause and continue CLOZARIL. 

Clozapine-related eosinophilia ha s a lso occurred in the a bse nce of organ involvement and c an resolve without 
intervention. The re are reports of succe ssful rechalle nge after disc ontinuation of clozapine, without recurrence of 
eosinophilia. In the absence of organ involveme nt, c ontinue CLOZARIL under ca re ful monitoring. If the total e osinophil 
count continue s to inc re ase ove r several wee ks in the a bse nce of systemic disease, the dec ision to interrupt CLOZARIL 
the ra py and re challenge after the eosinophil count dec re ase s should be based on the overall clinical assessment, in 
consultation with an internist or he matologist. 

5.8 QT Inte rval Prolongation 
QT prolongation, Torsades de P ointe s and othe r life-threa tening ve ntricular arrhythmias, cardia c arrest, and sudden death 
ha ve occurred with CLOZARIL treatme nt. When presc ribing CLOZARIL, consider the pre senc e of a dditional risk factors 
for QT prolonga tion a nd serious cardiovascular reac tions. Conditions that increase these risks include the following : 
history of QT prolonga tion, long QT syndrome, family history of long QT syndrome or sudden c ardiac death, signific ant 
cardiac arrhythmia, recent myocardial infarction, uncompensated heart failure, treatment with other medications that cause 
QT prolongation, tre a tment with medic a tions that inhibit the metabolism of clozapine, and electrolyte abnormalities. 

P rior to initiating tre atment with CLOZARIL, perform a ca re ful physic al examination, medical history, and conc omitant 
medica tion history. Consider obtaining a baseline ECG a nd se rum c hemistry pane l. Correct electrolyte abnormalities. 
Disc ontinue CLOZARIL if the QTc interval exceeds 500 msec. If pa tients expe rience symptoms consistent with Torsa des 
de P ointes, or other arrhythmia s, (e.g., syncope, presyncope , dizziness, or palpitations), obta in a c ardiac evalua tion and 
discontinue CLOZARIL. 

Use c aution when administe ring c oncomitant me dica tions tha t prolong the QT inte rval or inhibit the metabolism of 
CLOZARIL. Drugs tha t cause QT prolongation inc lude : specific antipsychotics (e.g., ziprasidone , iloperidone, 
chlorproma zine, thioridazine , mesoridazine, droperidol, pimozide), specific antibiotics (e.g., erythromycin, gatifloxacin, 
moxifloxacin, sparfloxacin), Class 1A antiarrhythmic medic ations (e.g., quinidine , proc aina mide ) or Class III 
antiarrhythmics (e.g., amiodarone , sotalol), and others (e.g., penta midine, levomethadyl a cetate , me thadone, halofantrine , 
me floquine, dolasetron me sylate, probucol or tacrolimus). Clozapine is prima rily metabolized by CYP isoe nzymes 1A2, 
2D6, and 3A4. Conc omita nt treatment with inhibitors of these enzymes can inc re ase the c oncentra tion of CLOZARIL 
[see Drug Interactions (7.1), Clinical Pharmacology (1 2.3)]. 

Hypokalemia and hypomagnese mia increase the risk of QT prolonga tion. Hypokalemia can re sult from diuretic the ra py, 
diarrhea, a nd othe r c a use s. Use caution when treating patients a t risk for significant e lectrolyte disturbanc e, partic ularly 
hypokalemia . Obtain baseline me asure ments of se rum pota ssium and magnesium levels, and pe riodic ally monitor 
electrolytes. Correct electrolyte a bnorma litie s be fore initiating tre a tment with CLOZARIL. 

5.9 Me tabolic Changes 
Atypical a ntipsychotic drugs, including CLOZARIL have been associated with metabolic changes that can increase 
ca rdiovascular and ce re brovascula r risk. The se metabolic change s include hyperglycemia, dyslipide mia, a nd body weight 
ga in. While atypical a ntipsychotic drugs may produce some metabolic cha nges, e ach drug in the c lass has its own spe cific 
risk profile . 

Hyperglycemia and Diabetes M ellitus 
Hyperglycemia, in some cases extreme and assoc iated with ketoac idosis or hyperosmola r coma or death, ha s been 
reporte d in pa tients tre ated with atypical a ntipsychotics including CLOZARIL. Assessment of the re lationship betwee n 
atypica l antipsychotic use and gluc ose abnormalities is complic a ted by the possibility of a n inc re ase d ba c kground risk of 
diabete s me llitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the general 
popula tion. Give n the se confounders, the rela tionship betwe en atypica l antipsychotic use and hyperglycemia-related 
adverse reactions is not completely understood. However, e pidemiologica l studies suggest a n increased risk of treatment-
emergent, hyperglycemia-related adverse reactions in patients treated with the atypical antipsychotics. P recise risk 
estima tes for hyperglycemia-related adverse reactions in patients treated with atypical antipsychotics are not available . 
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P atie nts with an esta blished diagnosis of diabe te s me llitus who are started on CLOZARIL should be monitored regula rly 
for worsening of glucose control. P atie nts with risk factors for diabe tes mellitus (e .g., obe sity, family history of dia betes) 
who are starting trea tment with atypical a ntipsychotics should undergo fasting blood glucose te sting at the beginning of 
treatment a nd periodica lly during tre atment. Any patie nt tre ated with atypical a ntipsychotics should be monitored for 
symptoms of hyperglycemia including polydipsia, polyuria , polypha gia, and weakne ss. P atients who de velop symptoms 
of hyperglycemia during tre atment with atypica l antipsychotics should unde rgo fa sting blood glucose testing. In some 
ca ses, hyperglycemia has resolved when the atypic al antipsyc hotic wa s disc ontinued; however, some pa tients re quired 
continuation of anti-diabe tic tre atment despite discontinuation of the suspec t drug. 

In a pooled data a nalysis of 8 studies in adult subjects with schizophrenia, the me an changes in fasting glucose 
concentra tion in the CLOZARIL and chlorpromazine groups were +11 mg/dL a nd +4 mg/dL respec tively. A higher 
proportion of the CLOZARIL group demonstra te d cate gorical increa ses from baseline in fasting glucose concentrations, 
compared to the c hlorpromazine group (Table 3). The CLOZARIL doses were 100–900 mg per da y (mean modal dose : 
512 mg pe r day). The maximum c hlorpromazine dose was 1800 mg pe r day (mea n modal dose: 1029 mg pe r day). The 
media n duration of e xposure was 42 days for CLOZARIL and chlorproma zine . 

Table 3 . Cate gorical Change s in Fas ting Glucos e Le ve l in Studie s in Adult Subje cts with Schizophre nia 
Laborator y 
Parameter 

Category Change (at 
leas t once) from bas eline Treatment Arm N n (% ) 

No rmal 
(<100 mg / d L) 

to 
CLOZA RIL 198 53 (27) 

Fas ting Glucos e 
High (≥126 mg / d L) Chlorpromazine 135 14 (10) 

Borderline 
(100 to 125 mg / d L) 

to 
High (≥126 mg/dL) 

CLOZA RIL 57 24 (42) 

Chlorpromazine 43 12 (28) 

Dyslipidemia 
Undesirable a lterations in lipids ha ve oc curred in patie nts treate d with atypic al antipsyc hotic s, inc luding CLOZARIL. 
Clinical monitoring, including baseline and pe riodic follow-up lipid evaluations in patie nts using CLOZARIL, is 
recommended. 

In a pooled data a nalysis of 10 studies in adult subjects with schizophre nia, CLOZARIL treatment was associated with 
increases in serum total cholesterol. No data were collected on LDL and HDL cholesterol. The mean increase in total 
cholesterol wa s 13 mg/dL in the CLOZARIL group and 15 mg/dL in the chlorpromazine group. In a pooled da ta analysis 
of 2 studies in a dult subje cts with schizophrenia, CLOZARIL treatment was associated with increases in fasting serum 
triglyceride. The mean increase in fasting triglyceride was 71 mg/dL (54% ) in the CLOZARIL group and 39 mg/dL (35% ) 
in the chlorpromazine group (Table 4). In addition, CLOZARIL treatment was associated with categorical increases in 
serum tota l choleste rol and triglyceride, a s illustrated in Table 5. The proportion of patients with categorical increases in 
tota l cholesterol or fasting triglyc e ride increased with the duration of e xposure. The media n duration of CLOZARIL a nd 
chlorproma zine exposure was 45 days and 38 days, respectively. The CLOZARIL dose range was 100 mg to 900 mg 
da ily; the ma ximum c hlorpromazine dose was 1800 mg daily. 
Table 4. M e an Change s in Total Chole s te ro l and Triglyce ride Conce ntratio n in Studie s in Adult Subje cts with 

Schizophre nia 

Treatment Arm Bas eline total choles terol 
concentration (mg/dL) 

Change from bas eline mg/dL 
(% ) 

CLOZA RIL (N=334) 184 +13 (7) 

Chlorpromazine  (N=185) 182 +15 (8) 

Bas eline triglyceride concentration 
(mg/dL) 

Change from bas eline mg/dL 
(% ) 

CLOZA RIL (N=6) 130 +71 (54) 

Chlorpromazine (N=7) 110 +39 (35) 
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Table 5. Cate gorical Change s in Lipid Conce ntrations in Studie s in Adult Subje cts with Schizophre nia 
Laborator y  
Parameter 

Category Change (at leas t 
once) from bas eline Treatment Arm N n (% ) 

Total Choles terol 
(random or 
fas ting) 

Increas e by ≥40 mg/dL 
CLOZA RIL 334 111 (33) 

Chlorpromazine 185 46 (25) 

No rmal (<200 mg / d L) t o 
High (≥240 mg/dL) 

CLOZA RIL 222 18 (8) 
Chlorpromazine 132 3 (2) 

Borderline 
(200 – 239 mg / d L) to 
High (≥240 mg/dL) 

CLOZA RIL 79 30 (38) 
Chlorpromazine 34 14 (41) 

Trig ly cerid es 
(fas t in g ) 

Increas e by ≥50 mg/dL 
CLOZA RIL 6 3 (50) 

Chlorpromazine 7 3 (43) 

No rmal (<150 mg / d L) t o 
High (≥200 mg/dL) 

CLOZA RIL 4 0 (0) 
Chlorpromazine 6 2 (33) 

Borderline 
(≥150 mg/dL and 
<200 mg / d L) t o 

High (≥200 mg/dL) 

CLOZA RIL 1 1 (100) 
Chlorpromazine 1 0 (0) 

Weight Gain 
Weight gain ha s occurred with the use of antipsyc hotics, including CLOZARIL. Monitor weight during treatme nt with 
CLOZARIL. Table 6 summa rizes the data on weight gain by the dura tion of exposure poole d from 11 studies with 
CLOZARIL and active comparators. The media n duration of e xposure was 609, 728, and 42 days, in the CLOZARIL, 
olanzapine, a nd chlorpromazine group, re spe c tively. 
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Table 6. M e an Change in B ody We ight (k g) by Duration of Expos ure from Studie s in Adult Subje cts with 

Schizophre nia
 

M e tabolic 
parame te r 

Expos ure duration CLOZARIL 
(N=669) 

Olanzapine 
(N=442) 

Chlorpromazine 
(N=155) 

n M e an n M e an n M e an 

We ig ht 
chang e from 

bas e line 

2 weeks (Day 11–17) 6 +0.9 3 +0.7 2 -0.5 
4 weeks (Day 21–35) 23 +0.7 8 +0.8 17 +0.6 
8 weeks (Day 49–63) 12 +1.9 13 +1.8 16 +0.9 

12 weeks (Day 70–98) 17 +2.8 5 +3.1 0 0 
24 weeks (Day 154–182) 42 -0.6 12 +5.7 0 0 
48 weeks (Day 322–350) 3 +3.7 3 +13.7 0 0 

Table 7 summa rizes poole d data from 11 studies in adult subje cts with schizophrenia demonstrating weight gain ≥7% of 
body weight relative to ba seline. The me dian dura tion of exposure was 609, 728, and 42 da ys, in the CLOZARIL, 
olanzapine, and chlorpromazine group, respec tively. 
Table 7. Proportion of Adult Subje cts in Schizophre nia Studie s with We ight Gain ≥7% Re lative to B as e line B ody 

We ight 
We ight change CLOZARIL Olanzapine Chlorpromazine 

N 669 442 155 
≥7% (inclus ive ) 236 (35% ) 203 (46% ) 13 (8% ) 

5.10 Ne urole ptic M alignant Syndrome 
Antipsychotic drugs including CLOZARIL c a n ca use a potentia lly fatal symptom c omplex referre d to a s Neurole ptic 
Malignant Syndrome (NMS). Clinica l ma nifestations of NMS include hyperpyrexia, muscle rigidity, a ltered mental status, 
and autonomic insta bility (irregula r pulse or blood pressure , tachycardia, dia phoresis, a nd cardiac dysrhythmias). 
Associated findings ca n include elevated creatine phosphokinase (CP K), myoglobinur ia, rhabdomyolysis, and a cute renal 
failure. 

The diagnostic e valuation of patients with this syndrome is complicate d. It is important to conside r the presence of othe r 
serious medical c onditions (e.g., agra nulocytosis, infe ction, he at stroke, primary CNS pathology, central antic holinergic 
toxicity, extrapyramidal symptoms, and drug fe ver). 

The mana gement of NMS should inc lude (1) immedia te discontinuation of a ntipsychotic drugs and other drugs not 
esse ntial to conc urre nt therapy, (2) intensive symptomatic treatment and medical monitoring, and (3) tre atment of 
comorbid me dical c onditions. There is no general agreement about specific pharmacological treatments for NMS. 

If a pa tient requires antipsychotic drug tre atment after recovery from NMS, the potential reintroduction of drug therapy 
should be carefully conside re d. NMS can re cur. Monitor closely if re starting tre atment with antipsychotics. 

NMS has oc curred with CLOZARIL monotherapy and with concomitant CNS-active medications, including lithium. 

5.11 Fe ver 
During clozapine therapy, patie nts have experienc ed transient, clozapine-related fever. The peak incide nce is within the 
first 3 weeks of treatment. While this feve r is generally benign and self-limited, it may ne cessita te discontinuing 
treatment. The fever can be associated with an increase or decrease in WBC count. Carefully evaluate patients with fever 
to rule out agranulocytosis or infection. Conside r the possibilit y of NMS [see Wa rn in gs a nd Precautio ns (5 .10)]. 

5.12 Pulmonary Embolis m 
P ulmonary embolism a nd deep ve in thrombosis have occurred in patients tre ated with CLOZARIL. Consider the 
possibility of pulmonary embolism in patients who prese nt with deep-ve in thrombosis, acute dyspnea , che st pa in, or with 
othe r respiratory signs and symptoms. Whether pulmona ry embolus and deep vein thrombosis can be attributed to 
clozapine or some c haracteristic(s) of patients is not clear. 
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5.13 Anticholine rgic Toxicity 
CLOZARIL has potent anticholinergic effects. Tre atment with CLOZARIL ca n result in CNS and pe ripheral 
anticholine rgic toxicity. Use with caution in the pre sence of narrow-angle glaucoma, conc omita nt a nticholinergic 
medica tions, prostatic hypertrophy, or other conditions in whic h antic holinergic effe cts c an lead to significa nt adverse 
reactions. 

Treatme nt with CLOZARIL c an result in gastrointestinal adverse re actions, including c onstipation, intestinal obstruction, 
fecal impaction, and paralytic ileus. Such reactions c an be fatal. Constipation should be initially tre ated by ensuring 
adequa te hydra tion and use of ancillary therapy such as bulk laxatives. Consultation with a ga stroente rologist is a dvisable 
in more serious cases. 

5.14 Inte rfe re nce with Cognitive and M otor Pe rformance 
CLOZARIL can cause seda tion and impairme nt of c ognitive and motor performance . Ca ution pa tients about operating 
ha zardous ma chinery, inc luding automobiles, until the y are reasona bly ce rta in that CLOZARIL does not a ffec t them 
adverse ly. These reac tions ma y be dose-relate d. Consider re ducing the dose if they occ ur. 

5.15 Tardive Dys k inesia 
Tardive dyskine sia (TD) has occ urre d in patients tre ated with a ntipsychotic drugs, including CLOZARIL. The syndrome 
consists of potentially irreve rsible, involuntary, dyskinetic moveme nts. The risk of TD a nd the like lihoo d that it will 
become irreversible are believed to increase with greater durations of treatment and higher total cumulative doses. 
Howeve r, the syndrome can deve lop after relatively brief treatment periods a t low dose s. P resc ribe CLOZARIL in a 
ma nner that is most likely to minimize the risk of developing TD. Use the lowest e ffec tive dose and the shortest duration 
ne cessary to control symptoms. P e riodica lly assess the ne ed for continued trea tment. Conside r disc ontinuing treatment if 
TD occurs. However, some patie nts may require tre atment with CLOZARIL despite the presenc e of the syndrome . 

There is no known tre atment for TD. However, the syndrome may remit partially or c omple tely if tre atment is 
discontinue d. Antipsychotic tre atment, itse lf, may suppress (or pa rtially suppress) the signs and symptoms, and it has the 
potential to mask the underlying proce ss. The e ffec t of symptom suppre ssion on the long-term course of TD is unknown. 

5.16 Ce re bro vas cular Adverse Reactions 
In controlled trials, elderly patie nts with dementia-relate d psychosis trea ted with some atypica l antipsychotics ha d an 
increased risk (compared to placebo) of cerebrovascular adverse reactions (e.g., stroke, transient ischemic attack), 
including fata litie s. The mecha nism for this inc re ase d risk is not known. An increased risk cannot be excluded for 
CLOZARIL or other antipsychotics or other patient populations. CLOZARIL should be used with caution in patients with 
risk factors for cerebrovascular adverse reactions. 

5.17 Re curre nce of Ps ychosis and Choline rgic Rebound afte r Abrupt Dis continuation of CLOZARIL 
If abrupt disc ontinuation of CLOZARIL is necessary (because of agranulocytosis or another medical c ondition, for 
example), monitor carefully for the rec urre nce of psychotic symptoms and a dverse reac tions re lated to choline rgic 
rebound, such a s profuse swea ting, headac he, nausea, vomiting a nd dia rrhe a. 

6 ADVERSE REACTIONS 
The following a dverse reactions are discussed in more de tail in other se c tions of the labeling: 
•	 Agra nulocytosis [see Warnings and Precautions (5.1)]. 
•	 Orthostatic Hypotension, Bradycardia , and Syncope [see Warnings and Precautions (5.3)]. 
•	 Seizures [see Warnings and Precautions (5.4)]. 
•	 Myoc arditis and Cardiomyopathy [see Warnings and Precautions (5.5)]. 
•	 Increa sed Morta lity in Elderly P atients with Dementia-Rela te d P sychosis [see Warnings and Precautions (5.6)]. 
•	 Eosinophilia [see Warnings and Precautions (5.7)]. 
•	 QT Interva l P rolonga tion [see Warnings and Precautions (5.8)]. 
•	 Metabolic Change s (Hyperglycemia and Diabete s Mellitus, Dyslipide mia, a nd Weight Gain) [see Warnings and 

Precautions (5.9)]. 
•	 Ne uroleptic Ma lignant Syndrome [see Warnings and Precautions (5.10)]. 
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•	 Fever [see Warnings and Precautions (5.11)]. 
•	 P ulmonary Embolism [see Warnings and Precautions (5.12)]. 
•	 Anticholine rgic Toxic ity [see Warnings and Precautions (5.13)]. 
•	 Interferenc e with Cognitive a nd Motor P erformance [see Warnings and Precautions (5.14)]. 
•	 Tardive Dyskinesia [see Warnings and Precautions (5.15)]. 
•	 Cerebrovascular Adverse Reactions [see Warnings and Precautions (5.16)]. 
•	 Recurrenc e of P sychosis and Cholinergic Rebound after Abrupt Discontinuation [see Warnings and Precautions 

(5.17)]. 

6.1 Clinical Trials Expe rie nce 
Because clinical tria ls are conducted under widely varying conditions, a dverse reaction rate s observe d in the clinical trials 
of a drug cannot be directly compa re d to rates in the clinical trials of anothe r drug and may not re flect the ra tes observed 
in c linical practice. 

The most c ommonly reported a dverse reac tions (>5% ) ac ross CLOZARIL clinica l tria ls we re : CNS reac tions, inc luding 
sedation, dizziness/ve rtigo, he adache, a nd tremor; ca rdiova scular re actions, including tachyc ardia, hypote nsion, a nd 
syncope; autonomic nervous syste m reac tions, inc luding hypersalivation, sweating, dry mouth, and visual disturbances; 
ga strointestinal re actions, including c onstipation a nd nausea ; and fever. Table 8 summa rizes the most commonly reported 
adverse reactions (>5% ) in CLOZARIL-trea te d pa tients (compared to chlorpromazine-tre ated patie nts) in the pivota l, 6-
week, controlled trial in treatment-resista nt sc hizophrenia. 
Table 8. Common Adve rs e Re actions (≥5%) in the 6-We e k , Randomize d, Chlorpromazine -Co ntrolle d Trial in 

Tre atme nt-Re s is tant Schizo phre nia 
Advers e Reaction CLOZARIL 

(N=126) 

(% ) 

Chlorpromazine 

(N=142) 

(% ) 

S edation 21 13 

Tachycardia 17 11 

Cons tipation 16 12 

Dizzines s 14 16 

Hypotens ion 13 38 

Fever (hyperthermia) 13 4 

Hypers alivati on 13 1 

Hypertens ion 12 5 

Headache 10 10 

Naus ea/vomiting 10 12 

Dry mouth 5 20 

Table 9 summarizes the adverse reactions reported in CLOZARIL-treated patients at a frequency of 2% or greater across 
a ll CLOZARIL studies (excluding the 2-ye a r InterSeP T™ Study). These rates are not adjusted for duration of exposure. 

Reference ID: 3676237 



 

 

  
   

  
       

 
 

  
   

       
      
       
      

 
 
 
 
 

      
      
      
      

 
 
 
 

      
      
      
      
      
      
      

 
 
 
 
 
 
 

 
      
      
        

 
 

 
 

 
      
      
      
      
      
      

 
 
 
 
 
 
 

 
      

 
 

   
      
      
      
      

 
 
 
 
 

 
      

 
 

 
       

 
 

 
      
      

 
 
 

        
  

     
     

      
    

   
   

Table 9. Adve rs e Re actions (≥2%) Re porte d in CLOZARIL-tre ate d Patie nts (N=842) Acros s all CLOZARIL
 
Studie s (e xcluding the 2 -ye ar Inte rSe PT™ Study)
 

Body S ys tem 
Advers e Reaction* 

CLOZARIL 
N=842 

Percentage of Patients 
Central Nervous Sys tem 

Drows ines s /Sedation 
Dizzin es s /Vertig o 
Headache 
Tremo r 

39 
19 
7 
6 

Syncope 
Dis turbed Sleep/Nightmares 
Restles sness 
Hypokines ia/Akines ia 

6 
4 
4 
4 

A gitatio n 
Seizures (convuls ions ) 
Rig id ity 
A kath is ia 
Confus ion 
Fatigue 
Ins omnia 

4 
3† 
3 
3 
3 
2 
2 

Cardiovas cular 
Tachycardia 
Hypotens ion 
Hypertens ion 

25† 
9 
4 

Gas trointes tinal 
Cons tipation 
Naus ea 
A bdominal Dis comfort/Heartburn 
Naus ea/Vomiting 
Vo mitin g 
Diarrh ea 

14 
5 
4 
3 
3 
2 

Urog enital 
Urinary A bnormalities 2 

Autonomic Nervous S ys tem 
Saliv atio n 
Sweating 
Dry Mouth 
Vis ual Dis turbances 

31 
6 
6 
5 

Skin 
Ras h 2 

Hemic/Lymphatic 
Leukopenia/Decreas ed W BC/Neutropenia 3 

Mis cellaneous 
Fever 
W eig h t Gain 

5 
4 

†Rate bas ed on population of approximately 1700 expos ed during premarket 
clin ical evaluation o f CLOZA RIL. 

Table 10 summarize s the most commonly re ported adverse reactions (>10% of the CLOZARIL or olanzapine group) in 
the InterSeP T™ Study. This was an a dequa te and well-controlle d, 2-ye ar study evaluating the efficac y of CLOZARIL 
rela tive to olanzapine in re ducing the risk of suicida l behavior in patients with schizophrenia or sc hizoaffective disorder. 
The ra tes are not a djusted for duration of e xposure. 
Table 10. Incide nce of Adverse Reactio ns in Patie nts Treated with CLOZARIL or Olanzapine in the Inte rSe PT™ 

Study (>10% in the CLOZARIL or olanzapine g roup) 

Reference ID: 3676237 



 

 

   
   

    
   

   
   

    
   

    
   

    
   

 

        
          

      
     

       
  

  
   

     
   

 

       
  

 

       
   
 

 

 

   

 

       
    

 
  

 

    

  

     
 

Advers e Reactions 

CLOZARIL 
N=479 

%  Reporting 

Olanzapine 
N=477 

%  Reporting 
Salivary hypers ecretion 
Somnolence 
W eight increas ed 
Dizzines s (excluding vertigo) 
Cons tipation 
Ins omnia 
Naus ea 
Vomiting 
Dys peps ia 

48 
46 
31 
27 
25 
20 
17 
17 
14 

6 
25 
56 
12 
10 
33 
10 
9 
8 

Dystonia 

Class effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible 
individua ls during the first few days of treatme nt. Dystonic symptoms inc lude: spasm of the ne ck musc les, sometime s 
progre ssing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion of the tongue. While 
the se symptoms can occur a t low dose s, the y occ ur more freque ntly and with grea ter se verity with high potenc y and at 
higher doses of first generation a ntipsychotic drugs. An ele vated risk of ac ute dystonia is observed in males and younger 
age groups. 

6.2 Pos tmark e ting Experience 
The following a dverse reactions have been ide ntified during post-approval use of clozapine. Because these reactions are 
reporte d voluntarily from a popula tion of uncertain size, it is not always possible to relia bly estimate the ir frequenc y or 
establish a causal relationship to drug exposure. 

Central Nervous System 

Delirium, EEG abnormal, myoclonus, pa re sthe sia , possible cata plexy, status e pile pticus, obse ssive c ompulsive symptoms, 
and post-discontinuation choline rgic rebound adverse re actions. 

Cardiovascular System 

Atrial or ventric ula r fibrillatio n, ventricular tachyc ardia, QT interva l prolongation, Torsade s de P ointes, myoca rdial 
infarction, cardiac arrest, and periorbita l ede ma. 
Endocrine System 

P se udopheochromocytoma 

Gastrointestinal System 

Acute pancrea titis, dysphagia, salivary gla nd swelling, c olitis. 

Hepatobiliary System 

Chole stasis, hepatitis, ja undice, hepa totoxic ity, hepatic stea tosis, hepatic necrosis, hepatic fibrosis, he patic c irrhosis, liver 
injury (he patic , cholesta tic, and mixe d), a nd liver failure. 

Immune System Disorders 
Angioe dema , leukocytoc lastic vasc ulitis. 

Urogenital System 

Acute interstitial nephritis, noc turnal enuresis, priapism, and renal failure. 

Sk in and Subcutaneous Tissue Disorders 

Hyperse nsitivity reactions: photosensitivity , va sculitis, erythema multiforme, skin pigmenta tion disorder, and Stevens-
Johnson Syndrome. 

Reference ID: 3676237 



 

 

   

   

 
      

 

    
  

 

 

 
   

  

  
       

      

 

        
  

       
    

 

       
        

 

 
       

       
    

    

 

      
    

        
      

  

   
          

 

  

        
      

        
         

Musculoskeletal System and Connective Tissue Disorders 

Myasthenic syndrome, rhabdomyolysis, and systemic lupus erythema tosus. 

Respiratory System 
Aspira tion, ple ural effusion, pneumonia, lower respiratory tract infection. 

Hemic and Lymphatic System 

Deep-ve in thrombosis, ele vated hemoglobin/hema tocrit, erythrocyte sedimentation rate (ESR) increased, sepsis,
 
thrombocytosis, and thrombocytopenia.
 

Vision Disorders 

Narrow-a ngle gla ucoma . 

Miscellaneous 
Cre atine phosphokina se elevation, hyperurice mia, hyponatremia, and weight loss. 

7 DRUG INTERACTIONS 

7.1 Pote ntial for Othe r Drugs to Affe ct CLOZARIL 
Clozapine is a substra te for ma ny cytoc hrome P 450 isozymes, in particular CYP 1A2, CYP 3A4, and CYP 2D6. Use 
ca ution when a dministe ring CLOZARIL conc omita ntly with drugs tha t are induc ers or inhibitors of these enzymes. 

CYP1A2 Inhibitors 

Concomitant use of CLOZARIL and CYP 1A2 inhibitors c an increase plasma levels of c loza pine , potentia lly resulting in 
adverse reactions. Reduce the CLOZARIL dose to one-third of the origina l dose when CLOZARIL is coadministered with 
strong CYP 1A2 inhibitors (e .g., fluvoxamine, ciprofloxacin, or enoxacin). The CLOZARIL dose should be increa sed to 
the original dose when coadministration of strong CYP 1A2 inhibitors is discontinued [see Dosage and Administration 
(2.6), Clinical Pharmacology (12.3)]. 

Mode ra te or we ak CYP 1A2 inhibitors include oral c ontraceptives and caffeine . Monitor patie nts close ly whe n 
CLOZARIL is coadministered with these inhibitors. Consider reduc ing the CLOZARIL dosage if necessary [see Dosage 
and Administration (2.6)]. 

CYP2D6 and CYP3A4 Inhibitors 
Concomitant treatment with CLOZARIL and CYP 2D6 or CYP 3A4 inhibitors (e .g., cimetidine, e scitalopra m, 
erythromycin, paroxetine, bupropion, fluoxetine, quinidine, duloxetine, terbinafine, or sertraline) can increase cloza pine 
levels and lead to adverse reactions [see Clinical Pharmacology (12.3)]. Use caution and monitor patients close ly when 
using such inhibitors. Conside r reducing the CLOZARIL dose [see Dosage and Administration (2.6)]. 

CYP1A2 and CYP3A4 Inducers 

Concomitant treatment with drugs that induce CYP 1A2 or CYP 3A4 c an decrease the pla sma conc entration of clozapine, 
resulting in decreased effectiveness of CLOZARIL. Tobacco smoke is a moderate inducer of CYP 1A2. Strong CYP 3A4 
induce rs inc lude carba mazepine , phenytoin, St. John’s wort, and rifa mpin. It may be ne cessary to increase the 
CLOZARIL dose if used concomitantly with inducers of the se enzymes. Howeve r, conc omita nt use of CLOZARIL and 
strong CYP 3A4 inducers is not rec omme nded [see Dosage and Administration (2.6)]. 

Consider reduc ing the CLOZARIL dosa ge when discontinuing c oadministered enzyme induc ers; bec ause discontinuation 
of inducers can result in increased clozapine plasma levels and an increased risk of adve rse rea ctions [see Dosage and 
Administration (2.6)]. 

Drugs that Cause QT Interval Prolongation 

Use c aution whe n administering c oncomitant medica tions that prolong the QT inte rval or inhibit the metabolism of 
cloza pine. Drugs that cause QT prolongation inc lude : specific antipsychotics (e .g., ziprasidone, iloperidone, 
chlorproma zine, thioridazine , mesoridazine , droperidol, and pimozide ), spe cific a ntibiotics (e.g., erythromyc in, 
ga tifloxa cin, moxifloxac in, sparfloxa c in), Cla ss 1A a ntiarrhythmics (e.g., quinidine, procainamide) or Cla ss III 
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antiarrhythmics (e.g., amiodarone , sotalol), a nd othe rs (e.g., penta midine, levomethadyl a cetate, methadone , halofantrine , 
mefloquine, dola setron me sylate, probucol or tac rolimus) [see Wa rn in gs a nd Precau tions (5.8)]. 

7.2 Pote ntial for CLOZARIL to Affe ct Othe r Drugs 
Concomitant use of CLOZARIL with other drugs me ta bolized by CYP 2D6 can inc re ase leve ls of these CYP 2D6 
substra tes. Use caution when c oadministering CLOZARIL with othe r drugs tha t are me tabolized by CYP 2D6. It ma y be 
ne cessary to use lower doses of such drugs than usua lly prescribed. Such drugs inc lude specific antidepressants, 
phenothiazines, ca rbamazepine, and Type 1C a ntiarrhythmics (e.g., propa fe none, flecainide, and enca inide). 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pre g nancy 
P regnancy Cate gory B 
Risk Summa ry 

There are no adequate or well-controlled studie s of cloza pine in pregnant women. 

Reproduction studies ha ve been pe rforme d in rats and ra bbits at doses up to 0.4 and 0.9 times, respectively, the maximum 
recommended human dose (MRHD) of 900 mg/da y on a mg/m2 body surface area basis. The studies revealed no evidence 
of impaire d fertility or harm to the fetus due to cloza pine. Because a nima l re produc tion studies are not alwa ys pre dictive 
of human response, CLOZARIL should be used during pregnancy only if cle a rly needed. 

Clinical Conside ra tions 

Consider the risk of exa cerbation of psychosis whe n discontinuing or changing trea tment with antipsyc hotic me dications 
during pregna ncy and postpartum. Consider early scree ning for gesta tiona l diabete s for pa tients tre ated with antipsychotic 
medica tions [se e Wa rn in gs a nd Precautio ns (5 .9)]. Neonate s exposed to antipsychotic drugs during the third trimester of 
pregnanc y are at risk for extra pyramidal and/or withdrawa l symptoms following delivery. Monitor neonates for symptoms 
of agitation, hypertonia, hypotonia, tre mor, somnolenc e, re spiratory distre ss, and fee ding difficulties. The se verity of 
complications c an vary from se lf-limited symptoms to some neonates requiring intensive care unit support and prolonged 
hospitalization. 

Anima l Data 
In embryofetal developmental studies, clozapine had no effects on maternal parameters, litter sizes, or fetal parameters 
when a dministe re d ora lly to pregnant rats and rabbits during the pe riod of organogene sis at doses up to 0.4 and 0.9 time s, 
respectively, the MRHD of 900 mg/day on a mg/m2 body surface area basis. 

In pe ri/postnatal de velopmenta l studies, pregnant fema le rats we re administered clozapine over the last third of pregnancy 
and until da y 21 postpartum. Observations we re made on fe tuses at birth and during the postnatal period; the offspring 
were allowed to reach sexual maturity and mated. Clozapine caused a decrease in maternal body weight but had no effects 
on litter size or body weights of either F1 or F2 gene ra tions at doses up to 0.4 time s the MRHD of 900 mg/day on a mg/m2 

body surface area basis. 

8.3 Nurs ing M others 
CLOZARIL is prese nt in human milk. Bec ause of the pote ntial for se rious a dverse reac tions in nursing infa nts from 
CLOZARIL, a decision should be ma de whether to discontinue nursing or to discontinue the drug, taking into account the 
importanc e of the drug to the mother. 

8.4 Pe diatric Us e 
Safety and effectiveness in pediatric patients have not been established. 

8.5 Ge riatric Us e 
There have not bee n sufficient numbers of geriatric patients in clinica l studie s utilizing CLOZARIL to determine whe ther 
those over 65 ye ars of age differ from younge r subjects in their response to CLOZARIL. 

Orthostatic hypotension and ta chyca rdia c an oc cur with CLOZARIL trea tment [see Bo xe d Wa rn ing a nd Wa rn ings a nd 
Precautions (5.3)]. Elderly patients, partic ularly those with compromised cardiovascula r functioning, may be more 
susceptible to these effects. 
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Elde rly patients may be pa rtic ularly susc eptible to the anticholinergic e ffec ts of CLOZARIL, such as urinary re tention and 
c onstipation [see Warnings and Precautions (5.13)]. 

Carefully sele ct CLOZARIL doses in elderly patients, taking into conside ra tion their grea te r fre quenc y of de c re ase d 
hepatic, renal, or cardiac function, as well as other concomitant disease and other drug therapy. Clinical expe rience 
sugge sts that the prevale nce of tardive dyskinesia appe ars to be highest among the elde rly; especially elderly women [see 
Warnings and Precautions (5.15)]. 

8.6 Patie nts with Re nal or He patic Impairme nt 
Dose re duction may be ne cessary in patients with signific ant impairment of re nal or he patic function. Clozapine 
concentrations may be increased in these patients, because clozapine is almost completely metabolized and then excreted 
[see Dosage and Administration (2.7), Clinical Pharmacology (12.3)]. 

8.7 CYP2D6 Poor M etabolizers 
Dose re duction may be ne cessary in patients who are CYP 2D6 poor metabolizers. Cloza pine concentrations ma y be 
increased in these patients, because clozapine is almost completely metabolize d a nd then excreted [see Dosage and 
Administration (2.7), Clinical Pharmacology (12.3)]. 

10 OVERDOSAGE 

10.1 Ove rdosage Experience 
The most c ommonly reported signs and symptoms associated with clozapine overdose a re : se dation, delirium, c oma, 
tac hyca rdia, hypotension, respiratory de pression or failure; and hype rsalivation. There a re reports of aspiration 
pneumonia, cardia c arrhythmias, and seizure. Fata l overdoses ha ve be en reporte d with c lozapine, ge nera lly at doses above 
2500 mg. The re have also bee n reports of patients rec overing from overdoses well in exce ss of 4 g. 

10.2 M anage ment of Overdosage 
For the most up-to-date information on the ma nagement of CLOZARIL overdosa ge, c ontact a ce rtified Re gional P oison 
Control Center (1-800-222-1222). Tele phone numbe rs of certifie d Regiona l P oison Control Centers are listed in the 
**Physicians’ Desk Reference® , a registered trademark of P DR Network. Esta blish and maintain an a irway; e nsure 
adequa te oxygenation and ventilation. Monitor cardiac status and vital signs. Use general symptomatic and supportive 
measures. There are no specific antidotes for CLOZARIL. 

In ma naging ove rdosage, consider the possibility of multiple-drug involvement. 

11 DESCRIPTION 
CLOZARIL® (clozapine), an atypic al antipsyc hotic drug, is a tricyclic dibenzodiaze pine deriva tive, 8-chloro-11-(4-
methyl-1-piperaziny l)-5H-d iben zo [b,e] [1,4] dia zepine. The structural formula is: 

CLOZARIL is ava ilable in pa le yellow table ts of 25 mg a nd 100 mg for oral administration.
 

Active Ingre dient: cloza pine
 

Ina c tive Ingre dients: c olloidal silic on dioxide, lactose, magnesium stearate, povidone, starch (corn), and talc.
 

CLINICAL PHARMACOLOGY 

12.1 M e chanism of Action 
The mec hanism of action of clozapine is unknown. Howeve r, it has be en propose d that the therape utic effica cy of 
clozapine in schizophrenia is mediated through anta gonism of the dopamine type 2 (D2) a nd the serotonin type 2A (5-
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HT2A) receptors. CLOZARIL a lso acts as an antagonist at adre nergic , cholinergic , histaminergic and other
 
dopaminergic and serotonergic rec eptors.
 

12.2 Pharmaco dynamics 
Clozapine de monstrated binding affinity to the following re ceptors: histamine H1 (Ki 1.1 nM), adre nergic α1A (Ki 1.6 nM), 
serotonin 5-HT6 (Ki 4 nM), serotonin 5-HT2A (Ki 5.4 nM), muscarinic M1 (Ki 6.2 nM), serotonin 5-HT7 (Ki 6.3 nM), 
serotonin 5-HT2C (Ki 9.4 nM), dopamine D4 (Ki 24 nM), adrenergic α2A (Ki 90 nM), se rotonin 5-HT3 (Ki 95 nM), serotonin 
5-HT1A (Ki 120 nM), dopamine D2 (Ki 160 nM), dopamine D1 (Ki 270 nM), dopamine D5 (Ki 454 nM), and dopa mine D3 

(Ki 555 nM). 

Clozapine causes little or no prolactin e levation. 

Clinical electroencephalogram (EEG) studies demonstrated that clozapine increases delta and theta ac tivity a nd slows 
domina nt a lpha freque ncie s. Enha nced synchronization oc curs. Sharp wa ve a ctivity a nd spike and wave complexes may 
also develop. P a tients ha ve reported an intensification of drea m activity during c lozapine the ra py. REM sleep was found 
to be increased to 85% of the total sleep time. In these patients, the onset of REM sleep occurred almost immediately after 
falling asleep. 

12.3 Pharmaco k ine tics 
Absorption 

Inhumans, CLOZARIL table ts (25 mg and 100 mg) are equally bioavailable relative to a CLOZARIL solution. Following 
ora l administra tion of CLOZARIL 100 mg twice da ily, the average steady-state peak plasma concentration was 
319 ng/mL (range : 102 to 771 ng/mL), occurring at the a verage of 2.5 hours (range: 1 to 6 hours) after dosing. The 
average minimum concentration at steady state was 122 ng/mL (range: 41 to 343 ng/mL), after 100 mg twic e daily dosing. 
Food does not appear to a ffe c t the systemic bioavailability of CLOZARIL. Thus, CLOZARIL ma y be a dministe re d with 
or without food. 

Distribution 

Clozapine is approximate ly 97% bound to se rum proteins. The interaction betwee n cloza pine and othe r highly protein-
bound drugs has not been fully e valuated but may be importa nt [see Drug Interactions (7)]. 
Metabolism and Excretion 

Clozapine is almost c ompletely me ta bolized prior to exc re tion, a nd only tra ce a mounts of unc hange d drug are detecte d in 
the urine and feces. Clozapine is a substrate for many cytoc hrome P 450 isozymes, in pa rticula r CYP 1A2, CYP 2D6, and 
CYP 3A4. Approximate ly 50% of the a dministered dose is excreted in the urine and 30% in the fe ces. The de methylated, 
hydroxylated, and N-oxide derivative s are c omponents in both urine and fe ces. P harmacological testing has shown the 
de sme thyl me tabolite (norc lozapine) to ha ve only limited a ctivity, while the hydroxylate d and N-oxide deriva tives were 
inactive. The mean elimination half-life of cloza pine after a single 75 mg dose wa s 8 hours (ra nge: 4 to12 hours), 
compared to a me an e limination half-life of 12 hours (range: 4 to 66 hours), after ac hieving ste ady state with 100 mg 
twice daily dosing. 

A comparison of single-dose and multiple-dose administra tion of clozapine demonstrated that the e limination half-life 
increased significantly after multiple dosing rela tive to tha t after single-dose a dministration, suggesting the possibility of 
concentra tion-dependent pharmacokinetics. However, at steady state, approximately dose-proportional c hange s with 
respect to area under the curve (AUC), peak, and minimum clozapine pla sma c once ntrations were observed a fte r 
administration of 37.5, 75, and 150 mg twice da ily. 

Drug-Drug Interaction Studies 
Fluvoxa mine 

A pharma cokinetic study wa s c onduc ted in 16 schizophrenic pa tients who re ceive d clozapine unde r steady-state 
conditions. After c oadministra tion of fluvoxa mine for 14 days, mean trough conc entrations of clozapine and its 
metabolites, N-desmethylclozapine a nd clozapine N-oxide, were elevated a bout 3-fold compared to base line steady-state 
concentrations. 

P aroxe tine, Fluoxe tine, and Se rtraline 
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In a study of sc hizophrenic pa tients (n=14) who rec eived clozapine unde r steady-state conditions, coadministration of 
pa roxetine produce d only minor changes in the levels of clozapine and its me tabolites. Howeve r, othe r published reports 
de scribe modest elevations (le ss than 2-fold) of clozapine and metabolite conc entrations when cloza pine wa s ta ken with 
pa roxetine, fluoxe tine, and sertraline. 

Specif ic Population Studies 

Renal or Hepatic Impairment 

No spe cific pharmac okine tic studies were conduc ted to investigate the effects of renal or hepatic impairme nt on the 
pharmacokine tics of cloza pine . Higher clozapine plasma c once ntra tions are likely in pa tients with significant re nal or 
he patic impa irment when give n usua l doses. 

CYP 2D6 P oor Metabolize rs 
A subset (3% –10% ) of the population has re duce d activity of CYP 2D6 (CYP 2D6 poor me tabolize rs). The se individua ls 
may develop highe r than expe cted plasma concentrations of c lozapine when given usual doses. 

13 NONCLINICAL TOXICOLOGY 

13.1 Carcinoge nesis, M utagenesis, Impairme nt of Fe rtility 
Carcinogenesis 

No carcinogenic pote ntial was de monstrated in long-term studie s in mice and ra ts a t doses up to 0.3 times and 0.4 times, 
respectively, the maximum recommended human dose (MRHD) of 900 mg/da y on a mg/m2 body surface area basis. 

Mutagenesis 
Clozapine was not genotoxic when te sted in the following ge ne muta tion and chromosomal aberration tests: the bacteria l 
Ames test, the in vitro mammalia n V79 in Chinese hamster cells, the in vitro unsc heduled DNA synthesis in rat 
he patocytes or the in vivo micronucleus assay in mice. 

Impairment of Fertility 

Clozapine had no e ffec t on any parameters of fe rtility, pregnancy, fe tal we ight or postnata l deve lopment when 
administered ora lly to male ra ts 70 days be fore mating and to female ra ts for 14 days before mating at dose s up to 0.4 
times the MRHD of 900 mg/da y on a mg/m2 body surface area basis. 

14 CLINICAL STUDIES 

14.1 Tre atme nt Resistant Schizophre nia 
The efficacy of CLOZARIL in treatment-resistant schizophrenia wa s e stablished in a multicente r, randomized, double-
blind, active-controlled (c hlorpromazine) study in patie nts with a DSM-III dia gnosis of sc hizophrenia who ha d ina dequa te 
responses to at least 3 different antipsychotics (from at least 2 different chemical classes) during the preceding 5 years. 
The a ntipsychotic trials must ha ve been judge d a dequa te; the antipsychotic dosages must have be en equiva lent to or 
grea te r than 1000 mg per day of chlorpromazine for a period of a t least 6 weeks, e a ch without signific ant re duction of 
symptoms. There must have been no period of good func tioning within the prec eding 5 years. P atients must have had a 
ba seline sc ore of a t least 45 on the investigator-rated Brief P sychiatric Rating Scale (BP RS). On the 18-item BP RS, 1 
indica te s the absence of symptoms, and 7 indicates seve re symptoms; the maximum potential total BP RS score is 126. At 
ba seline, the mean BP RS sc ore wa s 61. In addition, patients must ha ve had a score of at le a st 4 on at least 2 of the 
following 4 individual BP RS ite ms: c once ptual disorganization, suspic iousness, hallucinatory behavior, a nd unusual 
thought conte nt. P atients must ha ve ha d a Clinical Global Impre ssions–Severity Scale score of at least 4 (moderately ill). 

In the prospective, lead-in pha se of the trial, a ll patients (N=305) initially received single-blind treatment with haloperidol 
(the mean dose was 61 mg per day) for 6 weeks. More than 80% of patients complete d the 6-week trial. P atients with an 
inadequate response to haloperidol (n=268) we re randomize d to double-blind tre atment with CLOZARIL (N=126) or 
chlorproma zine (N=142). The maximum da ily CLOZARIL dose was 900 mg; the me an daily dose wa s >600 mg. The 
ma ximum daily chlorpromazine dose was 1800 mg; the me an daily dose was >1200 mg. 

The primary endpoint was treatment response, predefined as a decrease in BP RS score of at least 20% and either (1) a 
CGI-S score of <3 (mildly ill), or (2) a BP RS score of <35, at the end of 6 weeks of trea tment. Approximately 88% of 
pa tients from the CLOZARIL and chlorproma zine groups complete d the 6-we ek trial. At the e nd of 6 weeks, 30% of the 
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CLOZARIL group re sponded to tre atment, and 4% of the chlorproma zine group responded to trea tment. The differenc e 
was statistic a lly significa nt (p <0.001). The me an change in total BP RS score was -16 and -5 in the CLOZARIL and 
chlorproma zine group, respe ctive ly; the me an c hange in the 4 key BP RS item scores was -5 a nd -2 in the CLOZARIL and 
chlorproma zine group, respe ctive ly; and the me an change in CGI-S score was -1.2 and -0.4, in the CLOZARIL and 
chlorproma zine group, respe ctive ly. These cha nges in the CLOZARIL group we re sta tistically significantly greater than 
in the chlorpromazine group (p<0.001 in eac h analysis). 

14.2 Re curre nt Suicidal B e havior in Schizophre nia or Schizo affe ctive Dis order 
The effectiveness of CLOZARIL in re ducing the risk of recurrent suicidal be havior was assessed in the International 
Suicide P revention Trial (InterSeP T™, a trademark of Novartis P harmaceuticals Corporation). This was a prospe ctive , 
randomized, ope n-label, active-c ontrolle d, multic e nter, interna tional, pa ra llel-group c ompa rison of CLOZARIL ve rsus 
olanzapine (*Zypre xa®, a registered tra dema rk of Eli Lilly a nd Company) in 956 pa tients with schizophre nia or 
schizoaffective disorder (DSM-IV) who were judged to be at risk for recurrent suicida l be havior. Only a bout one-fourth of 
the se patie nts (27% ) we re conside re d resistant to standard a ntipsychotic drug treatme nt. To ente r the trial, pa tients must 
have met 1 of the following criteria: 
•	 They had atte mpted suicide within the 3 years prior to their ba seline evalua tion. 
•	 They had be en hospitalized to prevent a suicide attempt within the 3 ye ars prior to their baseline eva luation. 
•	 They demonstrated mode ra te-to-se vere suic idal ideation with a de pressive component within 1 we ek prior to their 

ba se line evalua tion. 
•	 They demonstrated mode ra te-to-se vere suic idal ideation a ccompanie d by command hallucina tions to do self-ha rm 

within 1 we ek prior to their baseline evalua tion. 

Dosing re gime ns for ea ch trea tment group were determined by individua l inve stigators and were individualized by 
pa tient. Dosing was flexible, with a dose range of 200–900 mg/da y for CLOZARIL a nd 5–20 mg/day for ola nzapine. For 
the 956 pa tients who received CLOZARIL or olanzapine in this study, there was extensive use of conc omita nt 
psyc hotropic s: 84% with a ntipsychotics, 65% with a nxiolytics, 53% with antidepressa nts, a nd 28% with mood stabilizers. 
The re was signific antly greater use of conc omitant psychotropic medications among the patie nts in the olanza pine group. 

The primary efficacy measure was time to (1) a significant suicide attempt, including a completed suicide; (2) 
hospitalization due to imminent suic ide risk, including increa sed leve l of surve illa nce for suicida lity for pa tients already 
hospitalized; or (3) worsening of suicidality severity as demonstra ted by “muc h worse ning” or “ve ry much worse ning” 
from base line in the Clinic al Globa l Impre ssion of Severity of Suic idality as assesse d by the Blinded P sychiatrist (CGI-
SS-BP ) scale. A determination of whether or not a reporte d event met c rite rion 1 or 2 a bove was made by the Suicide 
Monitoring Board (SMB), a group of experts blinded to patient data. 

A total of 980 patie nts were randomized to the study and 956 rece ived study medication. Sixty-two perce nt of the patie nts 
were diagnosed with sc hizophrenia, a nd the re mainder (38% ) were diagnose d with schizoaffective disorder. Only about 
one-fourth of the total patient population (27% ) wa s identified as “treatment-resistant” at baseline. There were more males 
than fema les in the study (61% of a ll patie nts were ma le). The mean a ge of patients ente ring the study wa s 37 years of age 
(range 18–69). Most pa tients were Cauc asian (71% ), 15% were black, 1% were Asian, and 13% were classified as being 
of “other” races. 

P atients treated with CLOZARIL had a statistica lly signific ant longer delay in the time to recurrent suicidal behavior in 
c ompa rison with ola nzapine. This result should be inte rpre ted only as evidence of the effectiveness of CLOZARIL in 
delaying time to rec urre nt suicidal beha vior and not a de monstration of the supe rior efficacy of CLOZARIL ove r 
olanzapine. 

The proba bility of expe riencing (1) a significa nt suicide attempt, including a c omple ted suicide, or (2) hospitaliza tion 
because of imminent suicide risk, including inc re ase d level of surveillance for suicidality for patients alrea dy hospita lized, 
was lower for CLOZARIL pa tients than for olanza pine pa tients at Week 104: CLOZARIL 24% ve rsus ola nzapine 32% ; 
95% CI of the difference : 2% , 14% (Figure 2). 
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Figure 2. Cumulative Probability of a Significant Suicide Atte mpt or Hospitalization to Pre vent Suicide in Patie nts 
with Schizophre nia or Schizo affe ctiv e Dis orde r at High Ris k of Suicidality 

16 HOW SUPPLIED/STORAGE AND HANDLING 

16.1 How Supplie d 
CLOZARIL® (clozapine) is available as 25 mg and 100 mg round, pale-yellow, uncoated tablets with a facilitated score 
on one side. 
CLOZARIL® (clozapine) Tablets 

25 mg 

Engraved with “CLOZARIL” once on the periphery of one side. 

Engraved with a facilitated score and “25” once on the other side. 

Bottle of 100 ...........................................................................................................NDC 0078-0126-05 

Bottle of 500 ...........................................................................................................NDC 0078-0126-08 

Unit dose packages of 100: 2 x 5 strips, 10 blisters per strip........................................ NDC 0078-0126-06 
100 mg 

Engraved with “CLOZARIL” once on the periphery of one side. 

Engraved with a facilitated score and “100” once on the other side. 

Bottle of 100 ...........................................................................................................NDC 0078-0127-05 

Bottle of 500 ...........................................................................................................NDC 0078-0127-08 

Unit dose packages of 100: 2 x 5 strips, 10 blisters per strip........................................ NDC 0078-0127-06 

16.2 Sto rage and Handling 
Storage temperature should not exceed 30°C (86°F). 
Keep out of reach of children. 

17 PATIENT COUNSELING INFORMATION 
Discuss the following issues with patients and caregivers: 
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•	 Agranulocytosis: P rior to initiating treatment, educate patients and caregivers about the signific ant risk of developing 
agra nulocytosis. Advise them to imme diately report the appearance of signs or symptoms consistent with 
agra nulocytosis or infec tion (e.g., fever; muc us membrane ulc ers; skin, pha ryngea l, vaginal, urina ry, or pulmonary 
infe ction; or extreme we akne ss or le thargy) at a ny time during CLOZARIL therapy [see Boxed Warning and 
Warnings and Precautions (5.1)]. 

−	 Inform pa tients and ca re give rs tha t CLOZARIL will be ma de availa ble only through a special program 
(CLOZARIL National Registry) designe d to ensure the re quired blood monitoring, in order to reduce the risk of 
de veloping agranulocytosis. Inform patients and caregivers the WBC count a nd ANC will be monitored a s 
follows: 

 Weekly blood te sts are required for the first 6 months. 

 If ac c eptable WBC counts a nd ANCs (WBC count ≥3500/mm3 and ANC ≥2000/mm3) have been mainta ined 
during the first 6 months of continuous therapy, then WBC counts and ANCs c an be monitored eve ry 2 we eks 
for the next 6 months. 

 Thereafter, if acceptable WBC counts and ANCs have been maintaine d during the second 6 months of 
continuous therapy, WBC counts and ANCs c an be monitored eve ry 4 we eks. 

•	 Orthostatic Hypotension, Bradycardia, and Syncope: Inform patients and c aregive rs about the risk of orthostatic 
hypote nsion a nd syncope, especia lly during the period of initial dose titra tion. Instruc t them to strictly follow the 
clinic ian’s instructions for dosa ge and administration. Advise pa tients to consult the ir clinician immediate ly if the y 
feel faint, lose consciousne ss or have signs or symptoms sugge stive of bra dyca rdia or arrhythmia [see Dosage and 
Administration (2.2), Warnings and Precautions (5.3)]. 

•	 Seizures: Inform patients a nd caregivers about the significant risk of seizure during CLOZARIL treatme nt. Caution 
the m about driving and any other potentially hazardous activity while taking CLOZARIL [see Warnings and 
Precautions (5.4)]. 

•	 QT Interval Prolongation: Advise patie nts to consult their clinicia n immediately if they fee l faint, lose c onsc iousness 
or ha ve signs or symptoms suggestive of arrhythmia. Instruct patients to not take CLOZARIL with other drugs that 
c ause QT interval prolonga tion. Instruc t patients to inform their clinic ians that they are ta king CLOZARIL be fore any 
ne w drug [see Warnings and Precautions (5.8), Drug Interactions (7.1)]. 

•	 Metabolic Changes (hyperglycemia and diabetes mellitus, dyslipidemia, weight gain): Educate patients and caregivers 
about the risk of me tabolic changes and the nee d for spe cific monitoring. The risks include hyperglyc emia and 
diabete s me llitus, dyslipidemia, weight gain, and cardiovasc ular reac tions. Educa te pa tients and ca re give rs about the 
symptoms of hyperglycemia (high blood sugar) and diabetes mellitus (e.g., polydipsia, polyuria, polyphagia, a nd 
weakness). Monitor all pa tients for these symptoms. P atients who are diagnose d with diabetes or ha ve risk factors for 
diabete s (obesity, family history of diabe tes) should have their fasting blood glucose monitored be fore beginning 
treatment a nd periodica lly during tre atment. P atients who de velop symptoms of hyperglycemia should have 
asse ssments of fasting glucose. Clinical monitoring of weight is recommended [see Warnings and Precautions (5.9)]. 

•	 Interference with Cognitive and Motor Performance: Because CLOZARIL may have the potentia l to impair 
judgme nt, thinking, or motor skills, patie nts should be cautioned about operating haza rdous machinery, including 
automobiles, until they are rea sonably certain that CLOZARIL therapy doe s not a ffec t them adve rsely [see Warnings 
and Precautions (5.14)]. 

•	 Missed Doses and Re-initiating Treatment: Inform patients and caregivers that if the patient misses taking 
CLOZARIL for more than 2 days, they should not resta rt their me dication at the same dosage but should c ontact their 
physician for dosing instructions adverse ly [see Dosage and Administration (2.5), Warnings and Precautions (5.3)]. 

•	 Pregnancy: P atients and caregivers should notify the c linician if the patient becomes pregna nt or intends to become 
pregnant during therapy [see Use in Specific Populations (8.1)]. 

•	 Nursing: Advise patie nts and ca re give rs that the pa tient should not breastfeed a n infant if they are ta king CLOZARIL
[see Use in Specific Populations (8.3)]. 
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•	 Concomitant Medication: Advise patients to inform their healthcare provide r if they are taking, or plan to take , any 
prescription or over-the-c ounter drugs; the re is a pote ntial for significa nt drug-drug interactions [see Dosage and 
Administration (2.6), Drug Interactions (7.1)]. 

*Zypre xa® (olanzapine) is a registered trademark of Eli Lilly and Compa ny.
 

**Trademark of Thomson Healthcare, Inc.
 

CLOZARIL® is a registered trademark of Novartis P harmaceuticals Corporation.
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East Hanover, New Jerse y 07936 
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