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DESERIPTION: Clozapine. an atypical antipsychofic Otug. 15 a Tncyclk 0ibenzodiazepine defiv-
atrve. SH-Dibenzof b.2}{ 1 8)diazepme. §-chioro-11-14-methyl. ) -pipesannyl) Clozapine’s struc-
turat tormula. molecular formula. and molecular weight are as tollows.
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Clozapine is 2 yeliow, crystalline powder, very Shghtly Soluble in water.

Clozapine tablets. for oral are avaitable ining 25 mg and 100 mg of

clozapme. In addition, each tablet cnmms the toliowing mmm mpedmﬂs :ulmdai silicon
dioxide. lactose cellulose,
and sodwm laurg sulfate. in anmtm the 25 mg tabiet mm:ms FDIC red 840 Iake and the
100 mg tablet contains FDAC blue #2 lake.
CLINCAL PUARMACOLOGY: Pharmacedynamics: Clozapine is classified as an “atypical’ anti-
psychotic drug because its profile of binding Yo dopamme receptors and its effects on various
dopamine mediated behaviors diffes from those extbited by more typical antipsychotic drug
products. In particular, although ciozapine does interfere with the binding of dopamine at D).
D,. 3 and Dy, receptors. and has a high atinity for the Ds receptor. it does not induce catalepsy
mor inhibet apomorphine-induced stereotypy. This evidence. consisient with the view that cloza-
pine is preferentially more active at limbic than ai striatal dopamine seceptors, may sxphain the
relative freedom of cozapine from eﬂuwamml side effects,

Clozapine also acts a5 an
ergic receptors,

and seroton-

and E om: In man, clozapine tablets (25 mg and

100 mg) are equally bioavaitable refative to 2 ciozapine sotution. Following 3 dosage of 100 mg
B.i.d.. the average steady-state peak plasma concentration was 319 ng/ml (range: 102 to
771 ng/mb), orcurring at the average of 2.5 hours (range: 1 10 6 hours) after dosing. The aver-
age minimum concentration 31 steady-state was 122 ng/mt {range: 41 to 343 ng/mL), atter
100 mg b..d. dosing. Food does not appear to aftect the systemic bioavailability of clazapine.
Thws. thozapine may be administered with or without food

Clozapine s approximalely 37% bound to serum proteins. The interaction between clozap-
ine and other highly protein-bound drugs has not been fully evaluated but may be important
{See PRECAUTIONS )

Clozapine is almaost compietely metabolized prior to mehon ant nn!y trace amounts of
unchanged drug are detected in the urine and feces. of the

became more wi 4. and close of WBL counls more
witely practiced. Nevertheless, it is n-kn-n 2t present whal ihe case tatality rate wili
be tes clozapine induced despite strict ‘o the reguired fre-
quency of monitoring. n the 1.5, wader 3 weakly WBC monitoring system with clozapmne,
there have been 585 cases of agramulecytesis s of August 21, 1992: 18 were tatal. Dwr-
e this period 150,408 patiems received Clezapine. A hematologic rish analysis was con-
#ucted ased vpon the avaitable information i the Clazapine Mational Registry (CNR) tor
US. patients. Based upom 3 cut-oft date of Apeil 30, 1995, the inCidence rates of agrany-
lecytesis Dased upon 3 weehly monitoring Schedule, rose steeply during ihe first two
months of therapy. peaking in the third month. Anong clozapine patients who coatinved
the drvg beyend the third month, the weekly incidence of agtanviecytosis folf 1o 2 sub-
stantial degree, so that dy the sixth moath the weekiy incidence of agranalocytosis was
refduced to 3 per 1900 person-years. After six months. the weekly incidence of agranviy-
cytosis declines still further, however, never reaches 2er. R shiauid be meted That any
Type of reduction in the freguency of mofitoring WBE counts may sesult in an increase
intidence of agranelocytosis.

Dacause of the substantial risk for developing agranvlocytosis in association with
clazagine use. which my persist over a8 EXtended petiod of time, patients must have 2
bivod sample deawn for 3 WBC cowsl DIt initiation of treatment with clezapine. and
M3t have Subsequant WBC counts done 2t least weekly for the first § months of continy-
ons lreatment. 1t WOL counts remain 2tceptable (WBC greates than or equal te

. ANC 2 1500/mm?) during IS Period, WBC cownts may be monitored every
Othes wesh hereafier. After the distontisvalion ot clazapine. weekly WBC counts showld
e continves for 2 additional & weeks.

1t a pavent is om clozaping therapy 101 kess than § meoths with ue abrormal blood
events and There is 2 dreak o therapy Whith is less than o equal 1a | month, then Ba-
Bests can contimee whers they left oft with weekly WBC lesting for 6 months. Whes this
§ menih peried kas been compietad, the Ftauency of WEC cownt menitoring Can be fe-
Suced 10 every other week N 3 patieM iS w clozapine therapy for less 1han & months
with s abnormal blood events and 1RETE & 2 break o thesapy whick is greater than |
month, then patients shouid be tested weekly tor an additionai 6 menth period betore bi-
weehly testing is initizted. If 2 patient is O Clozapine therapy o1 less than © months and
experiences an abnormal bleed evemt 35 Yeacribed below but remains 2 rechaiengeabie
patieni (patients cannet de remitiates OR clozspine therapy it WBC covnts fall betow
2000/mm? or the ANC faMs Delow 1600/mAY during clozapine therapy). the patiest must
1e-5tart the § month period of weekly WEC monitering 21 day 0.

W 2 patient is oA clozapine therapy 10X § months or longer with no abnormal bisod
events and there is 2 break on therapy whith is § year or less, then the patient £an con-
tinwe WBC count monilering every cther week if clozapine therapy is reimtiated. 3
atient is on Clozapiag therapy for 6 montI o longer with no abnormal blood events and
there is 2 break on therapy which is ETedier than 3 year, then, i clozapine therapy is
reinitiated, the patient must have WBC Cownts menilored weekly for 3n additional 6
months. 1 3 patient is on clozapine therapy for § moaths of lenger and subsequently kas
a8 2bn0rmal bised event, bt remains 3 fechaliengeable patient, then the patient must
re-start weekly WBE tount monitoring ¥nti an additional 6 months of clozapine therapy
has been received. The distridwtion of CloZapine is contingent upon perormance of the
required blood tests.

dose is excreted in the urine and 30% in the teces. The demethytated, hydru-yMed and N-oxide
derivatives are components m both urine and teces. Pharmacological testing has shown the
desmethyl metaboirie 1o have only limited activity. while the hydrorylated and N-oxide denva-
fives wese inactive.

The mean eliminalion hall-life of clozapine atter a single 75 mg dose was 8 hours (nnge 4
1o 12 hours). compared to a mean elimnalion haif-lite. atter achieving steady-state with
100 mg b.i.0. dosing, of 12 hours (range: 4 to 66 houss) A comparisan of single-dose and mul-
tiple-dose admimstration of ciozapine showed that the elmination hall-Ite increased signifi-
cantly aiter multiple dosing relative to that after single-dose administration. suggesting the
possibility of toncentration dependent pharmacokinetics. However. at steady-state. finearly
dose-proportional changes with respect to AUC (area under the curve), peak and mimmum
clozapine plasma concentrations were observed attes admanisteation of 37.5 mg, 75 mg, and
150mgbid
Humas Pharmacology: In contrast to more typical antipsychotic drugs, clozapine therapy pro-
duces little os no profactin elevation

As is true of more typical antipsychotic drugs. climeat EEG studies have shown that clozap-

ine increases delta and theta activily and slows dominant alpha frequencies. Enhanced syn-
chronization occors, and sharp wave activity and spike and wave complexes may also develop.
Patients. on rare otcasions, may report an intensification of dream activity duning clozapine
therapy. REM sieep was found to be increased to 8% of the lotal sleep time. In these patients.
the onset of REM sleep occurred aimost immediately attes falling asleep.
INPICATIONS ARD USAGE: Ciozapine is indicated for the management of severely ill schizo-
phrenic patieats who tail 1o respond adequately to standard antipsychatic drug treatment.
Because of the signiticant risk of agranulocytesis and sewure associated with its use. clozap-
ine showld be used only in patients who have failed to respond adequatety to treatment with
appropriate courses of standard antipsychotic drugs. either because of insutficient etiective-
ness o the inabifity to achieve an etiective dose due to intolerable advesse ettects from thase
drugs. {See WARNINGS }

The ettectiveness of clozapine in a trealment resistant schizophrenic population was dem-
onstrated in a -week study comparing clozapine and chiorpromazine, Patients meeting DSM-
1 criteria for schizophrenia and having a mean BPRS total score of 61 were demonsirated to be
treatment resistant by history and by open. pmspechve treatment with halopetidot before entet-
ing into the double-blind phase of the study. The ity of clozapine to chiorp ine was
documented in statistical analyses employing both calegonical and continuous measures of

NS reatment effect

Because of the significant rish ot agranulocytosis ang seizure. events which baoth present a

. continuing risk over fime, the extended treatment of patients failing to show an acceptable level

of clinical response should ordinandy be avoided. In addition. the need for continuing freatment
in patients exhibiting beneficial clinical responses should be perodicaliy re-evaluated.
CONTRAINDICATIONS: Clozapine is contraindicated in patients with 3 previous hyperseasitivity
10 clozapine of any other component of this drug. m patients with myeloproliterative disorders.
uncontrolied epitepsy. o 2 history of clazapine induced agranulocytosis o severe granulocyln-
penia. As with more typical antipsychotic drugs. clozapine is contraindicated in severe central
netvous system depression or comatose states from any cause

Clazapine should not be used simuttaneously with other ageats having a wel-known poten-
tial to cause agramulocytosis or otherwise suppress bone marrow function. The mechanism of
clazapine induced agranutocylosis is unknown: nonetheless, it is possibie that causative tactors
may interact synesgisticaly to increase the risk and/or severity of bone marrow Suppression.
WARNINGS: Cemeral: BECAUSE DF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTEN-
TIALLY LIFE-TWREATENING ADVERSE EVENT (SEE FOLLOWING), CLOZAPING SNOULD BE RE-
SERVED FOR USE IN TWE TREATMENT 8F SEVERELY ILL SCHIZOPHRENIC PATIENYS WO FAR 1O
SHOW AN ACCEPTABLE RESPONSE T0 ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC
DRUS TREATMENT, EITMER BECAUSE OF RSUFFICIENT EFFECTIVENESS R TRE IABRYTY 10
ACWIEVE AN EFFECTIVE DOSE DUE TO INTSLERABLE ADYERSE EFFECTS FROM THOSE DRUSS.
CONSEQUENTLY, BEFORE INITIATING TREATMENT WITH CLOZAPINE, 13 1S STRONGLY RECOM-
MENDED THAT A PATYENT BE GIVEN AT LEAST 2 TRIALS. EACH WITH A DIFFERENT STANDARD
ANTIPSYCROTIC DRUG PROBUCT, AT AX ADEGUATE DOSE, AND FOR AN ADEQUATE DURATION.

PATIENTS WHS ARE BEING YREATED WITH CLOZAPINE MUST MAVE A BASELINE WHITE
B1008 CERL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC
COWNT EVERY WEEK FOR TRE FIRST SIX MONTHS. THEREAFTER, If ACCEPTABLE WBT COUNTS
WG greates tham of ewsal 10 3, D88/mar’, ANC > 1508/mm®) RAVE BEER MAINTAINED DUR-
NS THE FINST G MONTNS OF CONTINUOUS THERAPY, WAL COUNTS CAN BE MONITORED EVERY
OTHER WEEK. WEBC CODNTS MUST B MONTTORED WEERLY FOR AT LEAST 4 WEEKS AFTEN THE
DISCONTINUATIGN OF CLOZAPINE.

CLOZAPINE IS AVAILABLE ONLY THROUGH A DISTRIBUTION SYSTEM THAT ENSURES MOMNI-
TORWIE OF WEC COUWNTS ACCORDING TO THE SCHEDULE DESCRIBED BELOW PRIOR 70 BELIY-
ERY OF THE NEXT SUPPLY DF MEDICATION.

Mgrasviocytosis: Agranwiocytesis, defined 35 a0 abselute newtrophil cownt (ANC) of less
than 500/men’, kas been estimated 19 0CcHr i JSSSCIAtOR With Clozagine wse 2t 2 come-
Iative incidence at | year st apprezimately 1.3%, based on the eccrrence of 15 US
tases out of 1743 patients exposed te clozapine during its clinical testing prior ta domes-
tic marksting. AN of these cases occurred at 3 time when the need fo Clase monitoring
of WBC counts was already recegnized. This reaction cosld prove fatal i not detecied
early amd therapy intervupted. Of the 148 cases of reportes woridwide in
assaciation with clozapioe use as of Becersber 31, 1989, 32X were 1atal. Nowever, few of

should Rs! be initiated i 1he WBC count is less than 3500/mms, or if the
patient has 2 history of 2 myeloprolitesabive dissrder, or previous clozapine induced
agranwlocytosis or granolacytopenia. Patiests showid be advised to repor! immediately
the appearance of lethargy, weakness, fever, sore throat of any othes signs of infection, i,
atier the indiation of treaiment, the 1012l WBE count has dropped below 3500mm® w it
has #ropped by 2 substantia) amount from baseline, even i the count is above 350Umm3,
of it immature torms are present. a repeat WBC count aed 2 ditferential count shouvld be
done. A substantial drop is defined 33 2 single drop of 3.000 or more in the WBC count or 2
cumulative drop of 3,800 or more within 3 weeks. If subsequent WBC counts and the dif-
ferential count reveal 3 total WEC cownt Bttween 3000 and 3500/mm? and an ANC abeve
1500/men’. twice weekly WBL counts and Gitfesential counts should be performed.

It the 1912l WBC count 13is Delow 3000/mm3 of the ANC below 1500/mm?, clozapine
1heragy should be interrupted, WBC count and sitter extial should be performed daily. and
palients should be caretully monflored Jor fiu-like symptoms of other symptoms Sugges-
tive of infection. Clozapine therapy may be resumed il %o symptoms of infection deveiop,
and it the total WBC Coust returns o levels above 3080/mm’ and the ANC returns 1o levets
above 150%/mm?>. However, in this svent, 1wice weekly WBC counts and differential counts
shouid contiowe watil iotal WBC counts retora to Jevels abeve 3500/mm-.

M the total WBC ceunt falts below 200W/mm’ or the AC falis below 1000/mm?. bone
marrow aspiration showid de ta ascertain ic status. Protective
isolation with clese observatien may be indicated it granvioperesis is determined to be
deficient. ShouM evidence of hmm develop, ihe patient shonid have appropriate cul-
tures performed and an astibiatic regimen imstituted.

Patients whese total WBC counts tall Delow 2000/mm?. or ANCS beiow 1000/mm? during
clozapine therapy should have daily WBC count and difterestial. These patieats shoukd
not be rechallenged with clezapina. Patients discoatinved from clozapine therapy due to
sigaificamt WBC suppression have been found to develop agyanslecytosis wpon rechal-
lenge, often with 2 shorter latency o Te-expesore. Yo redoce the chances of r:cmlkun
OCCHE TR i patients whe have " bone marrow turing
clozapine therapy. 3 single. national master file will be maintained confidentially.

Except for evidence of significamt bene marrow suppression dwring initial clozapine thes-
apy. there are ne established risk facters, Sased sa werid-wide experience, for the devel-
opment of agranulecytosis in associatien with clozapine use. Nowever, 2 disproportionate
number of the US cases of agranviocytosis sccurred in patiests of Jewish bachground Com-
pared 1o the overalt propertien of such patiests exposed during domestic development of
clozapine. Most of the US cases sccurred within 4 to 10 weehs of exposwre, but neither
m-umm-sn-h&ummmmm- hm:h’memcshu
been ciearly linked to the with
wse. bt -m- otiver ougs 33 been reported e
wccar with 2 greater irequency in women, the eiderly and in patients who are cachectic of
have seriows wnderiying medical iliness: Such patients may aise be at particolas rish with

clozapine.
To reduce the risk of i . tlozapine is available
only through a distribution system that ensures menitoring of WBC cmns m:uling 1)

these deaths m:unl since 1977. &t M time the hsowledze of clozapine indoced | -

he scheduie described above prioe to detivery of the next supply of

Ioterrupted Theragy (WSC < 3000/mm’
ANC < 1500/mm?) tor Bi-Weekly Monitoring
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Eosinephilia: In ciinical trials. 1% of patients developed eosinophilia, whith. in rare cases. can
be substantial. It  ditterential count reveals a total eosinephit count above 4.000/mm’, cloza-
pine therapy should be intersupted untid the eosinophil count $alis below 3 000/mm>.
Seizures: Seizore has been estimated 10 Bccor in association with clozapine wse 3t 3 Cm-
Iative incidence 3t one year of approximately 5%, hased aa ihe occurrance sf one of more
seizures in 61 of 1743 patients exposed to clozapine during its clinical testing pries to
domestic marketing {i.e., 2 crode rate of 3.5%). mwsuunwym
of seizute, with 2 greater Bkekihoed of seizure 2t the iigher Clozapine duses
Caution shovid be used in administesing clozapine to patiests having 2 hlsllvy of
seireres of ather predispesing tactors. Because of the substantial rish of seizwre assaci-
ated with clozapine use, patients should be advised aot 1o sngage in any activity whese
sudden lo3s of Consciousaess Could Cause serious rish to themseives of others, e.g, the
speration of Complex machinery, driving an avtomebile. swimming, climbing. etc.




these deaths occwsred since 1977 31 which time the hnowledge ol clozapine imguced
agranviecytosis becams more widespread, and clese monitering of WBC counts more
Myyacﬁmlﬂmikmmnrmmm‘cmmﬁnmeﬂ
be tor clozapine induced locytosi ite Strict athy o the required fre-
wency of monitoring. Ir the U.S., ynder 3 weekly WBC Eeaitoring system with clazagine,
thers kave been 535 cases of agranulocytesis as of Avpust 21, 199). 9 were fatal. Bwr-
ing his petiod 150,408 patients received clazapine. A hematologic risk analysis was con-
Gucted based wpos the available Txformabon in the Clozapine Mationat Regisiry (CHR) for
U.5. patients. Based wpan 3 cui-oft date of Apsil 30, 1995, the weidence ates of agrane-
locytosis based wpon 3 weekly monitoring schedule. ruse steeply Soring the first two
onths of therapy. peaking in the third momth. Among clozapine patiests who continved
the trug beyond the third mesth, the weekly incidence of agranulocytosis Izh 1 » sub-
stantial degres. 50 that by the sixth mosnih the weekly incidence of agranslecytosis was
Teduced 1o 3 per 1000 person-years. et it marths, the weekly incidence of agramio-
Cytosis declines stifl turther. however, never reaches 2¢ry. 1t shouid De soted that amy
type of reductien in the tregeency of monitoring WBC counts may reseR i ap increase
incidence of agranwiocytosis.

Because of the substantial risk for developing agranulocytosis in association with
clezapine wse, which may persist over 3% EXtended period of time, patients Myst have 2
blood sample drawn for 2 WEC caumt before inftiation of treatment with cClozapine, 2nd
Must have subsequent WBC countt done 21 least weekly for the fiest 6 months of continy-
ks ireatment. Jf WBL connls remain acceptadle (WBE grreater than or eamal to

m?, ANG 2 1500/men’) during this peviod, WE counts may be momitored every
Ofher week thereatier. After the discontineation o} tlozapine, weekly WIC counts should
be contiewed fos an atditionsl 4 weeks.

1 2 patiewt is on clozapine therapy 190 less than 6 months with ae abeormal Moot
Events and there is 2 break 0n therapy Which is less than or egual to | month, thes pa-
Mm:mmmﬂlmwmmnMy“tmlutmmM
§ month period bas been completed, 1N iewvency of WBC count mofloring can be 18-

- lu-unmqmmnawhncmmummmmnasmm

ith No abnormal biood evests and there &S 2 break on therapy Which is greater than |
Woath, then patiests skouid be tested weekly 1or an additionat § month period betore bi-
weelly testing is initiated. 1t 2 patient is ON Clozapine Iherapy for less than § months and
€xperiences an abnormal biood event as described below bet remains » rechaliengeable
Patient (atiemts cannat be reinitiated ON tlozapine therapy it WBC counts fail below
2008/mm? or the ANC falls below | tfuring clozapine Iherapy), the patient must
fe-start the § month period of weekly WBC monitoring 21 day 0.

i 2 patient is on clozapine therapy 187 § months er longer with 50 abrormal blood
Events and there is 3 break on therapy which is 1 yeas or less, then the patient can con-
tinve Vl_lt Count monitoring every other Week il clozapine therapy is reinitiated. M 2
patient is o ciozapine therapy for & Months or longer with no abrormat blood events ang
there is 2 break on therapy which is gredter than 1 year. then, il clozapine thesapy is
reinitiated, the patient must have WBC Counts monitored weehly for an additional §
motiths. I 2 patient is o clozapine therapy Yor § months or longer 3nd subsequently has
a0 abnormal bioss event, but remains 3 Techaliengeable patient. then the patient must
Te-start weekly WBC count monitoring until an additional 5 moths of clozapine therapy
has been received. The distribution of cloZapine is contingent upen performance of the
required Moot tests.

Treatment shoold nat be initiated if 1he WBC count is less than 3500/mm, or if the
patient bas a history of 2 myetoproliterative diserder, or previous clozapine induced
aprantiocylosis o pranulecytopesia. Patients should be advised 1o Teperl immediately
the appearance of lethargy, weakness, fever, sore throat or any other signs of infection, If,
atter the initiaGon of treatment, the total WC count has dropped below 3508/mm® or it
bas dropped by 2 substasmial amount fram baseline, even # the cownt is above 3500/men’,
o7 if immature forms are present, a repeal WBC count and 3 difterential count sheuld be
M.AsmmumuismednasMemmz.Murmrehmmthu:
cumlative 4rop of 3.000 or more withia 3 weeks. i subsequent WBC counts and the off.
tevmcmrmnmlmc:mm-mmmzwm:aucm
V50/mm’, twice weekly WB( ceunts a5d Uitter ent counts shouid be p d.

12

Adverse Carg e y Eftects:

Orthostatic kypotension With 81 without SYRtope can occur with clerapme treatment
an8 may represent 2 Conlinuing risk i some patiewts. Rarely (appruximately | case per
3.308 patients), cotapse tan be protound 208 Mg 2 companied by respiratery and/or £ar-
#iag arrest. Srthostatic mypatensien iy —are Tikef? 18 occur during initial titration in
2350ciation with rapid $9se escatation and may even occur on first dose. In one reporl.
initial doses as low 33 12.5 mg were assoCiztes with coMapse and respiratory arrest
When restarting patients who Rave had even 2 brief imerval oft clozapine. i.e.. 2 days or
more siace the fast dese, it is that be rewmy with one-balt
o 2 75 my tadlet (12.5 mg) once or twice 82y (see DOSACE AND ADMINISTRATION).

Some of the cases of callapse/respiratly arrest/cardiac arrest during initial dreat-
ment occurred in patients who were being déunistered benzodiazepines: similar evensts
Rave been reported in patiemts taking OiDEr psychotropic drugs OF even clozapine by
'Iul.MM“MMMMM'NM!H”M"MMM!MMW
and i € oibes CL, Caution is advised when Clazapine is initiat-
0 in patients taking 2 of any olher dreg.

Tachycardia. which may be sustaned. has also been observed in appromately 25% of
batients taking clozapine. with patients having an average increase n puise tate of 10 to
15 bpm. The sustamed tathycardia is not simply a retiex response 10 hypotension. and is pre-
sent n alf positions monttered Either tachycardia o hypotension may pose a senous fish for an
mdwidual with compromised cariovascutar funchion.

A minority of clozapine tieated patients expenence ECG repotanzation changes simiar to
those seen with other anhpsychetic orugs. ncluding S-T segment depression and Nattemng or
smveesion of T waves. which 3t normahze after discontiouabion of ciozapme. The cimcal signvh-
cance of these thanges is unclear. However. m clinical thals with clozapine. several patients
apenenced sigmiicant cardiac events. including ischemic changes. myocardial infarction, ar-
fhythmias and Sudden death. in addition there have been postmarketing reports of congestive
beart taiure. myocarditis. with or without eosinophilia. and pencarditis/pencardiat eftusions in
associalion with clozapine use. Causality assessment was diticult m many of these cases de-
Cause of senous pre-ensting ca1diac disease and plausible ahernative Causes. Rare instances of
Sudden death have been reported 1n psychiatnic patients, with or without associated antipsychot.
i drup treatment. ang the selationship of these events to antipsychatic drug use 13 unknown,

Ciorapine should be vsed with Caution tn patients with known cardiovascular and/or pul-
monary disease. and the recommendation for Rraduat titration of dose should be carefully
observed.
* y

i (NMS): R fatal symptom complex sometimes
referred to as Neuroleptic Malignant Syndrome (NMS} has been reported in association with
antipsychatic drugs. Climcal of NMS are muscie ngidity. attered
Mental status and ewidence of autonomic instability (irregular pulse of biood pressure. tachy-
Cardia, diaphoresis. and cardiac dysthythmeas)

The diagnostic evaluation of patients with this syndrome 1s complicated. In armiving 3t 2
diagnosis. it 15 important 1o identily cases whete the chnical presentation includes both senous
medical itiness (e.g.. preumonta, systems« infection. etc.) and untreated or snadequately treal-
d extrapyramidal signs and symptoms {EPS). Other important considerations in the ditferential
diagnosis inctude central antichohnesgic toxicity, heat stroke. diug tever and primary cential
fervous system (CNS) pathology.

The management of NMS should include 1} smmediate discontinuation of antipsychotic
Srugs and other drugs not essential 1o concurrent therapy. 2) imensive symplomatic treatment
and medicat monitonng. and 3) treaiment of any concomiant senous medical problems for
which specific tieatments are avadable. There 1s no general agreement about specifc pharma-
cological treatment reginens for uncomplicated NMS

It a patient requires antipsychotc diug treatment atter recovery lrom NMS. the potential
Teintroduction of drug therapy should be carelully considered. The patient should be caretully
Mmonitored. since recuirences of NMS have been ieported.

These have been several reported cases of NMS in patients recening clozapine glone of in
tombination with hithium or other CNS-active agents
Tardive Dyshinesia: A syndrome consisting of potentially nreversible. involuntary, dyshinetyy

1t the 1ot WBC count fatis belew 3000/mm? or the ANC below 1500/mm?, clozapine
therapy should be interrupted, WBC count amd ditterential showkt be pertormed daily. and
Palients shoutd be caretuly monitored for fiu-Ske symstoms of other symploms supges-
tive of infection. Clozapine therapy may be resumed if no symploms of infection develop,
and 1 the totaf WBC count retorns to Jeveis sbove J000/mm> and the ANC returns to levels
above 1560/mm. Howeve. in this event. 1wice weekly WBC counts and differeatial counts
should continee enntil tota) WBC counts return to levels 2bove 3500 mm>.

It the total WBC count fals below 2000/mm? or the ANC fails below 1908/mm’, bone
Mmarrow aspiation shouid be 10 2scertain etic status. Protective
isolation with close observation may be indicated it granvicpoiesis is determined to be
delicient Should evidence of infection develop, the patient skoutd bave appropriate cul-
tures pertormed and an iate antibiotic regimen instituled.

Patients whose total WBC counts tall belew 2080/mm?, or ANCS below 1000mm® during
Clozapine thesapy showid have daily WBC tount and differentiah. These patients shoxld
#st be rechalienged with clozapine. Patients discontinued from clozapine therapy due to
significamt WBC suppression have been found te develop agranulocytosis wpon rechal-
ienge, uften with 2 shorter Iatency on re-exposure. Yo reduce the thances of rechalienge
tccorring in patients who have L igmf bone mastow ion hwing
tlozapine therapy, a single, national master file wil be maintained confidentialty,

Except for evidence of significam bone T4 oW Swppression during initial Clazaping ther-
»y.mumnmbﬁsmmnmm.hm‘nmmemmhmm
Opment of agranulocytosis in association with clozapine use. Howeyes, 3 i
mmthusmudummcmisu:wmhpﬁemmmmw:m
pared to the gveral proportion of such patiests exposed twring domestic development of
Clozapine. Mosi of the US cases occurred within 4 to 10 weeks of exposere, but neither
dose wer duration is  refiable predictor of this problem. Mo patiewt characissistics have
Seen clearly linked to the o is in iation with clazapine
use, but with other ic Grugs has been reported to
n:wmnpmhmhm.m:ﬂenymhuﬁemmnmmw
hmmmmmmﬁwmmmmmmm-namuﬁu with
clozapine.

To reduce the risk of agranwlocytosi jog clozapine iz avaitable
only throvgh 3 distribation system that ensures monitering of WBL comwls according 1o

the schedule described above prior to delivery of the next sepply of

Inerropted Therapy (WBE < 300%/mm’
ANC < 1500/mm?) for Bi-Weehly Monitoring

Treatmens Durabon '
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Eosinephiia: In clinical trials 1% of patients devetoped eosinophilia. which. m rare cases. can

be substantial. It a differential count reveals 3 totai sosinophil count above 4.000/mm3, coza-

pine thesapy should be interrupted until the osinophil count falls beiow 3.000/mm?

may develop In patients treated with antipsycholic drugs. Atthough the prevatence
of the syndrome appears 1o be hughest among the eiderly. especiatly eideily women_ st 1s impos-
sible to rely upon prevaience estimates to predict. at the icephon of treatment. which patients.
are likely 10 develop the syndrome

There ate several reasons tor predicting that clzapine may be ditterent Irom cther antipsy-
thotic deugs in its potential tor inducing tardive dyshinesta, nclyuding the prechinkal finding that
1t has 2 relatively weak dopamine blocking eHect and the chnacal finding ol a virtual absence of
terlam acute extrapyramidal symptoms. e.g.. dystonia. A tew cases of tardrve dyshinesia have
been reported in patients on clazapine who had been previously lreated with olhes antipsychotic
agents. so that a causal relationship cannot be established. There have been no reports of tat-
dive dyshinesia directly attnbutable to clozapine alone. Nevertheless, 4 cannot be concluded.
without moce extended experience. that clozapine is incapable of NGUCIN this syndrome.

Both the rish of developing the syndrome and the Ihelihood that it will become irieversible
are believed to increase as the duration of treaiment and the total cumutative Gose of antipsy.
cholic grugs administered to the patient increase. However. the syndrome can develop. al-
though much Jess commaonty, aftes relatively brief treatment periods at low doses_ There is no
known Ireatment tor established cases of ardive dyshmesia, although the syndrome may remit,
partially or pletely. it ic drug treatment is. . it drug treat-
ment. siself. however, may suppress for partially suppress) the SIgRs and symptoms of the syn-
Grome and thereby may possibly mask the underlying process. The effect that symptom sup-
pression has upon 1he long-ferm course of the syndrome 5s unknown.

Given these considerations, clozapine should be prescribed 1n 3 mannes that is most likely
to minimize the occurrence of tardive dyshinesia. As with any antipsychotic drug. Chionic cloza-
pine use should be reserved for patients who appear to be obtaimng substantial benefit trom
the diug. In such patients, the smaliest dose and the shortest duraton of treatment shovld be
sought. The need for continued treatment should be reassessed periodicatly.

#l signs and symptoms of fardive dyskinesia appeat in 2 patient on clozapme, drug discon-
tinuation shovld be considered. Howeves, some patients may require treatment with clozaping
despile the presence of the syndiome.

PRECAUTIONS: General: Because of the signiticant rish of agranvlocytosis and seizure. both of
which present a continuing risk over time, the extended tieatment of patients faiking 1o show an
acceptable level of chnical sesponse shoutd ordinarily be avoided. In addition. the need Tor con-
tinving treatment in patients exhibiting beneficial chnical responses shouid be perrodically re-
evaiuated. Although it is nol known whether the nisk would be increased, it is prudent either to
avoid Clozapine or use it cautiously in patients with 2 previous history ot agranuiocytosis
induced by other diugs.

fever: During clozapine therapy. pahents may transient

above 100.4°F (38°C), with the peak incidence within the first 3 weehs of treaiment. While this
fever is generally bemign and self imiing. it may necessitate descontinung patients trom
freatment. On occasion. there may be an associated increase of decrease in WBC count. Pa-
tients with fever shouid be carelully evaluated to ryle out the possbility of an undertying infec-
tious process or the development of agranulocylosis. In the Dresence of high fevet, the possibit-
ity of Neuroleplic Mahignant Syndrome (NMS) must be considered. These have been several
reports of NMS in patients receiving clozapine. usualty in combination with iithium or other
CNS-active drugs. {See WARNINGS: Neuroleptic Malignant Syndrame (NMS).]

Pulensaary Embolism: The possibilty of putmonary embolism shoukd be considered in patients
seceiving riazapine who present with deep vein Hyombosis. acute dyspnea. chest paw or with
othies respuatory signs and symptoms. As of December 31. 1993 there were 18 cases of tatat
puimonaty embolism in association with clozapine therapy n users 10 to 58 years of age

Based upon the extent of use observed in the Clozapine Natwnal Registry, the mortality rate
associated with puimonary embolus was 1 death per 3450 person-years of use. This rate was
about 27.5 limes higher than 1hal in the general popolation of 2 similar age and gender {95%
Contidence interval, 17.1.42.2). Deep vein thrombasis has also been observed in association
with clazapine therapy. Whether pulmonary embotus can be attributed to clozapine or some
characteristicis) of ifs users 1s not clear. but the occurrence of deep vein thrombosis o espifa-

Sdmw&'uvemmnmnhuwhminbnﬂlmnﬁnmnnm
ln‘nilcilnccﬂumn’wmﬁmﬂysanlhutmmudoﬂuul
seizeres in 61 of 1743 patients exposed 10 clozapine Guring 3 chinical testing prior to
wm(uwammu:.sx).mmn»umn,m
of seizure. with 2 greater Kheliood of seizere ot the higher clazapine doses wsed.,

Cawtion showld be used In administering clozapine 1o patients having 3 history of
Mnumnmmmumwmauhwnm
mmlchmhm,mmhmmhmzuhmmmr
mmu:mmumnmmmm%nmm,u.m

Speration of comples machinery, driving 2n wiomobite, swimming, climbing, elc.

tory gy Should suggest its presente.

Mypergiycemia: Severe hypergiycemia, sometimes leading to Xetoacidusis. has been reported
during clozapine treatment in patsents with no prot Mistory of hypergiycemia. While a causal
retationship to clozapine use has not been del glucase levels wn
most pateents atter drscontinuation of clozapine. and 2 rechalienge 1n one patient produced 3
recurrence of hyperglycemia. The ettect of chozapine on glucose metabolism patients with
diabetes metiitus has nol been studied. The possibitity of impaired glucose tolerance should be
considered in patients recerving clozapine who develop symptoms of hypeigiycemia, such as
polydipsia. polyuria. polyphagia. and weakness. i patients with sipmficant treatment-emes-
gent hyperglycemia. the discontinuation of clozapine shouk! be considered

Hepatitis: Caution is advised m patients using clozapine who have concurrent bhepatic disease.




Hepatinis has been reporied in both patients with normal and pre-existing liver tonction abnor-
maltties. In pahents who develop nausea. vomiting. and/or anorexia dunng clozamne treat.
ment, lves fonclion tests should be periormed immediately. I The edevation of these values is
clinically relevant o1 if symploms of javadice octur. treatment mih clozapine should be drscon-
finved.

Astichokaergic Toxicity: Clozapine has very potent anticholinergic ehiects and preat care

shoutd be esercised 1 using this drug in the presence of prostatic eniargement or narow angle

glavcoma. In adgihion. clazagine use has been associated with varying degrees of impanment
of intestinal penstaisis. ranpmg hom constipation to intestinal abstruchion. tecal impaction
and paralytic ileus tsee ADVERSE REACTIONS). On rare octasions. these cases have been tatal

Constipation should be imstially treated by ensuring adequate hydration, and use of ancillary

thetapy such as bulk laxalives. Consultation with a gastroenterologist is advisable n more

Sefious cases.

Interterence with Cognitive and Motor Performance: Because of initial sedation, clozapine

may impan mental and/or physical abilities. especially during the first few days of therapy. The

recommendations fos gradual dose escalation should be carefully adhered to. and patents
cautioned about actraties requiing aleriness.

Bse in Patiemts with itanl Ipess: Clinical with clozapine in patients with

contomitart systemic diseases is limited. Neverihetess. caution 15 advisable in vsing clozapine

in patients with renal of cardiac disease.

Use im Patients Undesgoing General Anestiesia: Caution is advised in patients bewng 20min-

istered general anesthesia because of the CNS effects of clozapine. Chech with the anesthesi.

ologist regarding continuation of clazapine therapy in 2 patient scheduied tor surgery.

Information for Patients: Physicians are advised to discuss the following 1ssues with patients

$0r whom they prescribe clozapine.

— Pahents who ate to recerve clazapine should e warned about the significant risk of devel-
oping agranviocytosis. They should be informed that weekly bloos tests are required for the
1irst 6 months. it acceptable WBC counts (WBC greates than or equal to 3000/mm?. ANC >
1500/mm?) have been maintained during the first 6 months of continuous therapy, then
WBC counts can be monitored every other weeh 1n ordes 10 monitor for the of

S

seizures,
and ECG changes; pnn:m, pomazily leukope-
mia/granulocy' I pema‘agra.viocy”.51s: and fever. None of lbe mﬂs enumerated accounts for
more than 1.7% of all drscontinyabons attiibuted to adverse chnical events. .
Commonly Dbserved: Adverse events observed i assotiation with the use of clozapine 1 clini-

; primarily

with clazapine not mentioned above that have been received since marke! introdu -
tion and that may kave no caus3al relabionsip with the drug include The following

Contral Nerveus System: dehnum: EEG 2bnormal: exacesbation of psychosis: myocionus: avet-
dose; paeslbesu possible mid catapiexy: and status epifepticus.

[< System: anal or and penordital edema

cal trials a1 an incadence of preater than S% wese: central nervous sysiem inchyg-
ing drowsiness/sedation, duziness/vertigo, headache and tremor. autonomic nervous system
complaints. mcluding salivation. sweating. dry mouth and visual

Systeme: acule dysph fecal smpachon: intestinal obstruc-
lm/pamﬁl: ieus: and sahvary giand svellmg

findings. inctuding and syncope: and g
including constipation and nausea: and fever. Complaints of dvv-smessludalm tend to sub-
side with continued therapy o dose reduction. Sativation may be profuse. especially durmg
sleep, bul may be diminished with dose reduction.
Incidence in Climical Trists: The following Yable enumerates adverse events that occurred at 2
frequency of 1% of greater among Clozapine patients who participated in clinical trials. These
rates are not adws'zd o dusation olapwn

m Adverse Incidence Among Patients Taking Clozapine in

Chimical Iriak
(= 34T}

{P of Pateats Reporting)

Yy Systeor: hepatitis: and jaundwce.
Nepatic System: cholestasss.
Uragemital System: acute interstitial nephnitrs and pnapism.
y (Skim): reactions:
tocme. and Stevens-Johnson Syndrome.
System:

. vascuhbs, enythema mulh-

synfrome and
Respiratory System: aspuation and pleurai etiusion
Hemic and Lymphatic System: deep ven elevated . ESR
mﬂused puimonary embolism: sepsis: thrombocytosis: and tnmbomooma
CPK slevation; and weight loss
BRUC ABUSE AND BEPEMDENCE: Physical and psychological ozpennence have not been report-

Bady System
Agverse Evests?

Centyal Nervous System
Drowsiness/Sedation
Diznness/Vertigo
Headache
Tremor
Syncope
Disturbed sieep/Mightmares.
Restiessness

!

agranulocytosis, and that clozapine tablets will be made available only thiough 2 special

program designed to ensure the required blood monitoring. Patients should be advised to

reptit immediately the appearance of fethargy. weakness, tever, sore thioat. malaise.
mutous membrane ulceration of other pessible signs of infection. Particular attention
should be paid to any fiu-like complaints of othet symptoems that might suggest infection

— Patents should be miormed of the signiticant nish of seizure during clozapine treatment,
and they should be advised to avoid driving and any other potentially hazardous activity
while taking clozapine.

— Patients should be advised of the risk of orthostatic hypotension, especially dunng the peri.

od of initial dose tilration.

Patients should be informed that if they stop taking clozapine for more than 2 days. they

should not sestart their medicalion at the same dosage, but shouid Contact their physician

for dosing instructions.

— Patients should notrty their physician if they are taking. of phn to take, any prescription or
ovet-the-countes drugs or alcohol

— Patients should notity their physician if they become pregnant of intend to become preg-
nant dusing therapy

~ Patients shouid not breast feed an infant if they are taking clozapine

Drug Interactions: The nsks of using clozapwme in combination with othes drugs have nol been

systematically evatuated

The mechanism of clozapine induced agranulocytasis is unknown: nonetheless. the possi-
bility that causative tactors may interact synergistically to increase the risk and/or severity of
bone masfow suppression warrants consideration. Theretore, clazapine Shouid not be used with
other agents having a well-known potential to suppress hone marrow function

Grven the primary CNS eflects of clozapine, caution is advised in wsing it concomitantly
with other CNS-active drugs of alcohol.

Orthostatx hypotension in patients taking clozapine can. in rare cases {approtimately |
case pet 3.000 patients). be accompamied by protound collapse and respiratory and/or casdiac
arrest. Some of the cases of collapse/respiratory arrest/cargiac arrest dunng intial treatment
occurred in patienls who were bemg administered benzodiazepines: simitat events have been
Teported in patients taking other psycholropit drugs os even Clozapsne by iself. Aithough it has
not been established thal there is an interaction between clozapine and benzodiazepines of
oiher psychotropics. taudion 1s advised when clozapine is initiated in patients taking a benzo-
diarepine o 2ny other pSychotropic diug.

Because clozapine 1s highly bound to serum protein. the admimistiation of clozapine to a
patient taking another drug which is highly bound o protern fe.g.. warfarin, dignoxin} may
tause 3n increase i plasma concentrations of these drugs. potentialty resulting in adverse
eftects Conversely, adverse effects may resuil from displacement of profein-bound tlozapine
by other highly bound drugs.

Cimetidine and erythromycin may both increase plasma levels of clozapine, polentialty
resuiting in adverse etlects. Aithough concomitant use of ciazapine and casbamarepine is nol
recommended, 1t should be noted that of ¢ adminis-
tration may result in an increase in clozapine plasma levels. Phenytoin may decrease clozapine
plasma levels, resulting in a decrease in effectiveness of a previously etiective clozapine dose.

In 2 study of schizophrenic pahents who received clozapine under steady state conditions.
fluvaxamine of paroxetine was added in 16 and 14 patients, respeciively. Atier 14 days of co-
administration. mean trough concentrations of clozapine and its metaboiites. N-desmethyl-
clozapine and clozapine N-oxide. were elevated with Huvoxamine by about three-told compared
to baseline concentrations. Paroxeline produced only minor changes in the levels of chzapine
and its metabolites. However. othes published reporls destribe modest elevations {less than
two-1otd} of clozapine and metabelite concentralions when clozapine was 1aken with paroxe-
tine. fluaetine. and seriraline. Therefore, such combined treatment should be approached with
caution and patients should be monitored closely when clozapine is combined with these drugs.
particularly with tiovoxamine. A reduced clozapine dose should be considered.

A subset (3% to 10%) of the poputation has reduced activity of certain drug metabolizing
enzymes such as the cytochiome P45 isozyme P450 2D6. Such individuals are reterred to as

Agitation

Seizures {convulsions)
Rigidity

Ahathisia

Contusion

Fatigue

Insomaia
Hyperkinesia
Weakness

Lethargy

Maxia

Shurred speech
Depression
Epileptitorm movements/Myoclonic jerks
Anxiety

- w
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Lardiovascular
Tachycardia
Hypotension
Hypertension
Chest pain/Angina
___ ECG ChangeCardiac abnosmality
Gastrointestinal
Constipation
Nausea
Abdominal discomtort/Heartbuin
Nausea/Vomiting
Yomiting
Diarrhea
Liver test abnormality
Anorexia
Uregenital
Uninary abnormalities
Incontinence
Abnormal ejaculation
Urinary urgency/trequency
\tinary tetention
Mstonomit Nervous System
Sahvation
Sweating
Dry mouth
Visual disturbances
Integumentary (Skin}
Rash
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Mysculoskeletal
Myscle weahness
Pain (back, neck, tegs)
Muscle spasm
Muscle pain, athe
Respiratory
Throat discomfort ]
Dyspnea. shortness of breath 1
Rasal congestion H
Hemich "

ymphatic
Leukopenia/Decreased WBC/Nevtrapenia 3

“pooi metabolizers™ of drugs such as the tricychc

sants. and clozapine. These individuals may develop higher than expected plasma concentra-

tions of clozapine when given usual doses. In addition. certain drugs that are metabolized by

this isozyme. including many antidepressants Iclozapine, selective sercionin reuptake

inhibitots. and others). may inhibit the activity of this isozyme. and thus may make notmal
resemble poot irers with regard to concomitant therapy with other drugs

metabolized by this enzyme system, leading to drug wnteraction

Concomitant use of Clozapine with other drugs metabolized by cytochrome PAS0 206 may
require ower doses than usually prescnibed tor sither clozapine or the othes drug. Therefore, co-
administration of clozapine with other drugs that are metabolired by this |sozym: mcluoinl

and Type IC anti e.g.. po-
patenche. ﬂemmde and encaimde). of that mhvbll this enzyme {e.g.. quinidine), should be
approathed with caution.

Clozapine may also iate the effects of antihypertensive oregs aad
the anticholinergic ettects ol atropine-type drugs. The administration of epinephrioe shovld
be avoided in the treatment of drug indoced Wypotension because ot 2 possible reverse epi-
nephrine eftect.
farei A

ot Fertility: No tarcinogenic potential was demon-
sirated in long-term studies in mice and rats ai doses appraximately 7 times the typical human
dose on a mg/kg basis. Ferlilty in male and temaie rats was not adversely attected by chazap-
we. Clozapine did not produce genotoxic of mutagenic effects when assayed in appropriate
bacterial and mammalian tests.

Pregnaocy. Teratogenic Ettects. Pregnancy Category B: Reproduction studies have been pes-
formed in rats and rabbits at doses of appsaximately 2 to 4 times the human dose and have
revealed no evidence of impaired ferbility or harm to the tetus due to clozapine There are. how-
ever. np adequate and well-controlled studies in pregnant women. Because animal reproduc-
tion studies are not always predictive of human response. and in view of the desirability of
keeping the administiaiion of all drugs to 2 minimum dvning pregnancy, this drug should be
vsed onfy if clearly needed.

Nursing Mothers: Ammal studies suggest that clozapine may be excreted in breast milk and
have an ettect on the nursing infant. Theretore. women receiving clozapine should not breast
feed.

Pediatvic Use: Satety and etectiveness in pediatric patients have not been established.
ADVERSE REACTIONS: Associated w4 Discoptinuativh of. Treatment: Sixtezn pescent of 1080
patients who received clozapine in prewnarketing clinical irialy discontinued freaiment due to
an adverse event, including both those that could be reasonably attributed to clozapine treat-
ment and those thal might more be tliness. The more
common events considered to be causes of discontinuation included: CNS. primanity drowss-

fosinophilia 1
Wiscehaneons
Fever

~on

Weight gain

Tongue numb/spre H
3Events reported by at least 1% of ciozapine patients are included.
YRate based on population of appraximately 1700 exposed during premarket clinical evaluation
of clazapine.
Bther Events Dbserved During the P of This section
1eports addilional, dess trequent adverse evemts which occuired among the palients taking
clozapine in clinical trials. Yarious adverse events were reporied a3 part of the total experience
in these clinical studies; 2 causal relationship to clazapine treatment cannot be determined in
the absence of appropriate controls in some of the studies. The table abave enumerates
adverse events that occurred at a hrequency of at jeast 1% of patients treated with clozapine.
The list below inchudes al) additional adverse expessences reported as being temporally associ-
ated with the use of the drug which occured at a frequency less than 1%, enumerated by
organ system,
Central Nervous System: loss of speech, amentia, tics, poor coordination, delusions/hallucing-
tions, involuntary movement, stuttering. dysarthiia, amnesia/memory Joss, histrionic move-
ments, libido increase or decruse Paancia, shakiness. Parkinsonism, . and irritability.

is, Cyanosis, premature

ystem: edem:
ventricutar cotraction. btnycudm and nose bleed.
distention, rectal bleeding. nervous stom-
ach, abnormat stools, hematemesis, pastric uices, bittes taste. and eructation.
Uregenital System: dysmenorihea, impetence, breast pain/discomfort, and vaginal itch/infec-
tion.

Awtonsmmic Rervows System: numbness, polydypsia. hot Slashes, dry throal. and mydriasis.

Imegumentary {Skia) pruittus. pallor, eczema, erythema, bruise, dermatitis. petechiae, and

viticaria.

Mysculoskeletal System: twitthing and joint pain.

Respiratory System: coughing, preumonia/preumonia-fike symptoms. rhinosrhes, hyperventi-

Tation, wheezing. bronchitis, lanyngilis, and sneezing.

Hemic and Lymakatic System: anemia and lewkocytosis.

Miscellaneous: chills/chills with tever, malaise, appetite increase, ear disorder, hypothesmia,

mlm disorder. bloodshot eyes, and mmvm
Chnical

ing experience has shown an adverse experi-
zn:e profile similar 1o that msemed above. Voluntary reports of adverse events temporally

ed or olisesved 1 patients taling Clozapine.

Human The most commonty reported signs and symptoms associat-
24 with clozapine Dvesdose are: aftered states of consciousness. clhyting Srowsiness, delinum
and coma. tachycardia; o talure.

13 and tardiac navl atso been reported. Setzuses have

occurred in a2 minority of reported cases. Falat overdoses have been reported with clazapine.
genesally at doses above 2500 mg. There have also been teporis of patients secoveting from
overdoses well in excess of & .
Managemant of Overdose: Establish and maimtain an antway: ensure adequate orygenation
and ventitation. Activated charcoal. which may be used with sorbitol, may be as or more eftec-
tive than emesis of favage. and should be considered i treatmp overdosage. Caidiac and vita
signs monitonng 1S recommended along with generai symptomatic and SUPPOtive measwres.
Additional surveiliance should e continued for several days because of the risk of delayed
ettects. Avord and when treating ang qunidme and pro-
cainamide when treating cardiac ariythmia.

These ase no specitic antidotes Jor clazapine. Foiced diuresis. dialysis. hemoperfusion and
exchange transtusion are unfikely to be of benetit

In managing overdosage. the physician should consider the possibility of multiple drug
involvement.

Up-to-dale infosmation about the treaiment of overdose can often be obtained trom 3 certr-

tied Regional Poison Controt Centes. Telephone nismbers of certified Poison Control Centers are
Jisted in ihe Physicians’ Desk Reference® =
DOSASE AND ADMINISTRATIEN: Upon initiation of clozapine therapy. up to a | week supply of
additional clozapine tablets may be provided to the patient fo be held for emergencies ie.g..
weather, holidays).
Initiat Treatment: 1 is secommended that treatment with cazapine begin with one-hait of 2
25 mg tadlet (12.5 mg) once or twice Baily and then be continued with daily dosage increments
of 25 to 50 mg/day, if weli-tolerated, to achieve 3 targel dose of 300 to 450 mg/day by the end
of 2 weehs. Subsequent 8osage increments should be made no more than once of twice weelly,
in increments not to exceed 100 mg. Cautious titration and a divided dosage schedule are nec-
essary to mimmize the nisks of hypolension, serzure, and sedation.

in the muiticenter Study that prowdes primary support tor the etfectiveness of clozapine in

patients resistant 1o standard antipsychotic drug lreatment, patients were titrated dunng the
first 2 weeks up to 3 maximum dose of 500 mg/day. on 2 1.i.d. basis, and were then dosed in 2
total daily dose range of 100 to 900 mg/day. on 3 t.i.d. basis thereattes, with clinical iesponse
and adverse etlects as guides to correct dosing.
Therapevtic Bese Adjustment: Daily dosing should continue on a divided basis as an eftective
and tolerable dose jevel is sought. White many patients may respond adequately at doses
between 300 to 600 mg/day. it may be necessary 1o taise the dose to the 500 to 900 mg/day
sange to ablan an acceptable response. {Note: In the muiticenter study providmg the primary
support for the supenority of clozapine i treatment resistant patients. the mean and median
clozapine doses were both appraximately 600 mg/day.}

Becavse of the possibility of increased adverse reactions at highes doses, particularly
seizures, patients should ordinarily be given adequate lime to respond 1o a given dose leve!
betore escalation to a higher dose s contemplated.

Dosing should not exceed 300 mp/day.

Because o} the significant risk of agranulocytosis and seizure. events which both present a
continung risk over lime, the extended treatment of patients Jaiing to show an acceptable
lml of chnul response shoutd ordinanily be avoided.

Wihile the e effecliveness of clozapine in schizophrenia 1
stilt under study, the eftectiveness of mantenance treatment is welt established tor many othes
diugs. It is that patients be continved on clozapine,
but at the lowest level needed to maintain remission. Because of the significant rish associat-
ed with the use of clozapine. patients shovid be periodically reassessed to determine the need
tor maintenance treatment.
Discontinuation of Treatment: In the event of planned termination of clazapine therapy, grad-
ual reduction in dose is recommended oves 3 1 to 2 week period. However, shouid a palient's
medicat condition requise abrupt discontinuation {e.g.. leukopenia), the patient should be care-
tully observed for the recurrence of psychotic symptoms.
Reimitiation of Treatment im Patients Previously Discontinwed: When restarting patients who
have had even a brief intervat oft clozapine, i.e.. 2 days or more since the last dose, it is recom-
mended that treatment be seinitiated with one-haif of 2 25 mg tablet (12.5 mg) once of twice
daily (see WARNINGS). Hf thal dose 1s weli toleraled. 0 may be feasible to titrate patients back
10 a therapeutic dose more quickly than is recommended for imtial treatment. However, any
patient who has previously experienced respiratory o cardiac asvest with initial dosing. but was.
then able to be successully titrated 1o a therapeutic dose. should be re-titrated with extreme
caution attes even 24 hours of discontinuation.

Certain additionat precautions seem prudent when reinitiating treatment. The mechanisms
underlying clozapine induced adverse reactions are unknown. It is conceivable. however, that
re-exposure of a patient might enhance the risk of an untoward event’s occurrence and
increase its severity. Such phenomena. for example. occur when immune mediated mecha-
nisms are duting the i of treatment. addilional caution is
advised. Pahents urxconhmled for WEC counts below 2000/mm? or 3n ANC below J000/mm?
must nof be restarted on clozapine. (See WARNINGS.)

HOW SUPPLIED: Clozapine Tablets. 25 mg and 100 mg ase available as follows.

The 25 mp tablets are round. peach. scored. biconves tablets with € to the left of the score
ang 7 to the right of the scose on one side of the tablet and M on the other side. They are avail-
able as follows:

NOC 0378-0825-01
Dottles of 100 tablets
The 100 mg tabiets are round. green, scored. biconvex tablets with C11 above the score
and blank helow the score on one side of the tablet and M on the other Side. They are available
as follows:
NDC 0378-0860-01
botties of 100 tablets
NDC 0378-0860-05
bottles of 500 tablets
STORE AT ROOM TEMPERATURE 15° T8 30°C (39° 10 B6°F).
Dispense in 2 tight, light-resistant container as defined in the USP using 2 child-resistant
closure
Drug dispensing shovid not ordinarily exceed a weekly subply. W a patient is eligible lor
WBC testing every olher week, 1hen a two week supply of ciozapine can be dispensed.
Dispensing shouid be contingent upon the resuits of a WBC count.
*Trademark of Medical Economics Company. Inc.
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