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®

1. NAME OF THE MEDICINAL PROOUCT 
ZELOOX 20mg capsules, hard 
ZELOOX 40mg capsules, hard 
ZELDOX 60mg capsules, hard 
ZELOOX 80mg capsules, hard 

2. QUALITATIVE AND QUANTITATIVE COMPOSITION 
Each hard capsule contains 20mg, 40mg, 60mg, or 80mg of zlprasidone (as hydrochlorlde 
monohydrate). 

For exclpienls, see 6.1. 

3. PHARMACEUTICAL FORM 
capsule, hard 
20 mg • No. 4, blue/white capsules, marked 'Pfizer" and ZDX 20 
40 mg • No. 4 blue capsules, marked "Pfizer' and ZDX 40 
60 mg • No. 3 whtte capsules, marked "Pfizer" and ZDX 60 
80 mg - No. 2 bluelwhite capsules, marked 'Plizer• and ZDX 80 

4. CLINICAL PARTlCULARS 

4.1. Therapeutlc Indications 
Ziprasidone 1s lndicated for the treatment of schlzophrenla. 

Prescribers should consider the potentlal of ziprasidone to prolong the QT interval (see 
Section 4.3 Contraindications and 4.4 Special wamings and p,ecautions for use). 

4.2 Posology and method of administration 
Adults 
The recommended dose, in acute treatment, ls 40 mg twice daily taken wlth food. Daily 
dosage may subsequently be adjusted on the basis of lndivldual clinical status 14> to a 
maximum of 80 mg twice dally. If indicated, the maximum recommended dose may be 
reached as early as day 3 of treatment. ln maintenance treatment patients should be 
adminlstered the lowest effective dose; in many cases, a dose of 20 mg twlce dally may be 
sufficlent. 

Ekleny 

No dosage a<!justment ls required in elderty patients (65 years and ove/'). 

Use ln renal impairment 
A lower starting dose ls not routlnely indlcated but should be consldered for those 65 and 
over when clinical factors warrant. 

Use ln hepatic impairment 
ln patients with hepatic insufficlency, lower doses should be considered. (See Section 
4.4 Speclal warnings and precautlons for use and 5.2 Pharmacokinetic propertles). 

4.3 Contralndlcations 
Kllown hypersensilivity to ziprasidone or any of the excipients. Kllown OTinterval 
prolongation. Congenital long OT syndrome. Recent acute myocardial lnfarctlon. 
Uncompensated h&art failure. Arrhythmias treated with class 1A and Ill antiarrhythmlc drugs. 

Concomitant tteatment with medlcinal p,oducts thal protong the OT interval, such as Class 1A 
and Ill anUarrtlythmics, arsenic trfoxlde, halofantrine, levomethadyf acetate, mesoridazine, 
thioridazfne, pimozide, spartloxacin, gatitloxacln, moxifloxacin, dolasetron mesylate, 
mefloqulne, sertindole or clsap�de. 

{See Section 4.4 Special warnings and precautions for use and 4.5 Interactions with other 
medicinal products and other forms of interaction) 



4.4 Speclal wamings and precautlons lot' use 
A medical hlsto,y, loellldlng assessment of family hlstory, and physical examlnation shotlld 
be undertaken to ldentify patients for whom ziprasklone treatment ls not recommended (see 
section 4.3, Contralndleations) 
OT/nterva/ 
Zlprasldone causes a mild to moderate dose-related prolongation of the OTinter..al (see 
section 4.81. Zlprasldone shoutd theferore not be glYen together with medicinal products Illat 
are known to prolong the OT-lnteivat (see Sectioo 4.3 Contraiodicaüoos and 4.5 lnteractiOnS 
with other medicinal produC1S and otner forms of interaction). Caution 1s advîsed in patients 
wlth significant bradycardla. Electrolyte disturbances such as hypokalaemia and 
hypomagnesaemia lncreasi, the risk for mallgnant arrhythmias and should be corrected 
belore treatment wtth zîprasldone ls started, Il pabents with stable cardlac disease are 
treated, an ECG review should be COflsldered before treatment is started. 

If cardlac symptoms, such as palpitations, vertigo, syncope or seizures occur. then U1e 
posslblllty of a mallgnant cardlac arrhythmla should be conslaered and a cardlac evaluatlon 
includlng an ECG should be pertormed. Il the OTc interval is > 500 msec, tl1en lt ts 
recommended tnat the treatment should be stopped (see Sectioo 4.3 Contraln<llcations). 
Chllaren and Adolescents 
Salety and etticacy of zlprasldooe ln Childlen and adolescents has not been e,aluated, 

Neuro/eptic mallgnant syndrome 
ln Ciinlcal trials there were no reported cases or NMS ln patients recelvtng ziprasidooe. 
Slnce NMS. a rare but potentlally fatal complex, has been reported in association witl1 otller 
antipsychotic drugs, a potential rlsk of Ulis adV!lfse event durlng use of zlprasidone cannot be 
excluded. The management of NMS should lnclude immediate discontinuation of ail 
antlpsychotic drugs. 
Tardive dyskinesia 
As wltl1 other antipsychotics, there ls a potential for ziprasidooe to cause tardive dyskinesla 
and other tardive extrapyramldal syndromes alter long-term trealment. If signs ai,d 
symptoms of tardive dyskinesla appear, dose reducbon or dlsoontinuatioo of ziprasldone 
sllOUld be considered. 
Se/zures 

C3utioo ls recommenlled when treating patients witl1 a history or selzures. 
Hepatic lmpalrmer,t 
There is a lack or experience in patients with severe hepatlc lnsuHîclency and zlprasîdone 
should be used wlth caution ln Ulis group (See Section 4.2 Posology and method of 
adminlstratloo and 5.2 Phamiacokinetic properties). 

4.5 Interactions wftll olher medlclnal products and olller lorms or l nte,acUon 
Pharmacol\lnetic and pharmacodynamie studies between zlprasldone and other drugs that 
prolong the OT Inter.al have not been perfomied. An addmva effect or zlprasillone and tl1es6 
drugs cannot be excluded, therefore ziprasidone should not be giveo with medlclnal products 
that prolong the OT Inter.al, such as Class 1A and Ill antiarrhythmics, arsenic trloxlde. 
halofantrlne, levomethadyt acetate, mesorldazine, tl1ioridazine, pimozlde, sparfloxacln, 
gatilloxacln, moxllloxacin, dolase1ton mesylate, mefloqulne, sertlndole or clsaprlde. (See 
Section 4.3 Contraindicatioos) 
CNS drugs/alcohol 
GIYen the prlmary elfects of zlprasidone, caution should be used when il ls taken in 
combination wtth other centrally acbng drugs and alcohol. 
Effect of z/prasklone oo otl>er drugs 
An ln vivo study with dextromethorphan showed no marked inhibition of CYP206 at plasma 
concentratioos 50% lower than those obtalned alter 40 mg ziprasidooe twice dally. ln vitro 
data lndicaled that ziprasldone may be a modest lnhibitor of CYP2D6 and CYP3A4. However, 
il 1s unlikety that ziprasidone wlll affect the phanmaC>Jkinetics of drugs metalxltiSed by these 
cytoehrome P450 isoforms to a cllnlcally ralevant extent. 



111111111 
O<al =traceplives - Ziprasldone admlnlstraUon resulted ln no significant change to me 
pharmacoklnelics of oestrogen (elhlnvt oestradiol, a CYl'3A4 substrate) or progesterone 
compcinents. 
l111uum • Co-admrislration oJ llpraSidone hld no effecl on tilt pllarmaCOldnetics ol ltlllum. 
Eff,cts of ot!Hlr drlJl}S on zt,,,asJdone 
The CYP3A4 lnhibltor ketoconazote (400mg/day) încreased the serum coocentrat!Ons of 
zlprasldone by <40%. The sen,m =canlraUons of S-melhyl-dihydrozlprasldone and 
� SUlphoxide,at theu;,ecte<Jlmuof ziprasidone, were lncreased by 55% and 8% 
respecMly No addrtJonal OTc preblgallOn was obsefVed Cllanges ln phannaco4unebC& 
due to coadmlnlstration of potent CYP3A4 1M1bltors are unhkeJY to be of cllnlC;al ,mponance. 
tllerefore no dOsage adJus1mef1t 1s requ,red, 
Cart>amazeplne lherapy, 200mg bJd fOf 21 days, resulted ln a decrease of approximately 
35% ln tl\e elll)OSU(e to zilQsidone 
Antacid • multJpte doses of alumln,wn and magnes,um contain,ng antaCld or cimebd,ne have 
ro cl1nically slgnHlcant effect on the J)harmacoklnetJCS of zlprasidone onder led condrtions. 

4,6 Ptegnancy and JactaUon 
Rep(oductlve toxlaty studiH have shown undeslrable effects on the reprocJocuve proœss, a t 
doses assoaated wi1h maternai toxic1ty and/Of sedation. Thele was no ev,de= of 
teratogenlc:lty (see Seciion 5.3, Preclinical safety data) 
Use in pregnancy 
No studies have been conducted ln pregnant women. Women of chlld bearing potentlal 
receiving ziprasidone should therefOfe be advised to ose an aPl)fopliate metl\Od o 1 
contraceptlOl'I. A:l human experieoce II llm1ted, admln,strabon of z,p.-asidone ts no, 
recommended during pregnancy unless the expected benetot to the mother outwelghs the 
potential rlsk to the foetus. 
Use ln lactarlon 
lt is not Jcnown whether ziC><a8idone is excmer1 111 bfeaSI 111111<. Patients lhould not breut feoc 
an Infant tt they are taklng z1prasidooe. n �eatment 1s necessary, breasl•leed,ng shoold t>I 
discontinued. 

4.7 Elfecls on ablllty lo drive and use macllJMs 
Zlprasidone may cause somnotence and may onftuence the abllrty to dfl'le and use machines 
Patients r11<e1y 10 tlltve or operaœ machines should be cautloned approp,latety. 

4.6 Undesitabtutteçts 
Zeldox capsules have been admlnistered ln cllnlcal trials to over 5500 subjects. The mos 
eommon adverse reactlon was somnolence The 1able betow cont.ains adverse e"fflts wltl 
possible, probable Of unknown relalionsh1p to nprasldone wtrich occur al an lncldenc 
greater !han placebo in sho!t term (4·6 wetk) ftxed dose studies. 

Organ system Very common Cornmon Uncommon Rare 
(>1/10) (>1/tOO, <1110) (> 1/1000, (>1110000, 

<11100) <111000) 
Bodyasawhole Asthenla, Palo Allelglc reaction. 

Macache lever 
Cardiovascular Postural Migraine 

hypotension, 
laChycardia 

Digestive Comtlpation, Aatulence Tongue oedema 
dry moulh, 
dyspepsie 
lnaeased 
sall'latJOn, 
nausea, 
vomltlng 

111111111 



Organ system Verycommon Common Uncommon Rare 
(>1/10) (>11100, <1/10) (>1/1000, (>1/10000, 

<1/100) <111000) 
Hemic and Eœlnophilia 
Lymphallc 
Metabollc and Th�st Lactlc 
nutntional dehydrogenase 

lnctease 
Musculoskeletal Joint dlsorder, Myalg.a, 

leg cramps myaslhenla 
Nervous Somnolence Agitation, Cogwheet Abnonnal 

akalhlSia. rigid!1y, dreams, 

d1zziness1 pareslhesla, abno<mal gart, 
dystonla, speech aklnesla, ataxla, 
extrapyramidal dlsordef, tardive hallucination, 
syndrome, dysldnesla ,. neuropalhy, 
hypertooia, 110ratysis, 
tremor vertigo 

.___ 
Respira tory Rh1nitJs 
Skln and Macuo!lapula, Pso<1asis, 
appendages rash, rash, skln dlSO(def 

urticarla 
Specialsenses AbnormalVISIOO Arnblyopla, 

conjunctMIJs. 
dry eyes 

Urogenital Dysurla, 
gynaecomastla, 
fmpolençe, 
urlnary 
lncon1,nence 

Sorne of the symplom, reported as adverse e-;enlS may be usocialed symptorns of 
undertying dlsease. 
ln short-term and long-term ziprasldone clinlcal !rials, the Incidence of selzures and 
hypoœnsion was oocommon, ocx:oo,og ln 1ess lhln 1 % of ziprasldone treated 1101ieo1s. 
Zlprasidooe causes a m11d to moderate dose-related prolongation of the OT interval. M 
lncrease of 30 10 60 msec was seen ln 12.3'1. (976/7941) of ECG 1/aclngs from zlprasldone­
lreated and 7.5% (731975) ECG traclngs from placebo-trealed pattenls. A prolongation of 
>60 msec was seen ln 1 6% (128/7941) and 1.a (12/975) ol lraOOOS trorn zll)l'ISl(loneand
plaœbollealed patients, respect,vely The incidence of OTc lnlerval p,olongabon above
500msec was 3 ln a tolal of 3266 (0.1 %) in zip,asldone treated 110tjen1s and 1 ln a total of 
538 (0.2%) ln placebo trealed paUenla. ln long term maintenance treatmenl ln cUnlcal lllals, 
prolactin levels in patients treated w,lh z,prasldone -• sornetimes ele'lated, bt,� ln most 
pabenls, retumed to normal ranges w,thout ce»ation of treatmenl ln ackhbon, potenbaJ 
chnical marifestation (e,g. gynaecomaslra and breast enlargement) were me, 

◄.9 Overdose
� wllh Zlpras,done in overdose IS 1,m1lt!jj At the latgest confirmed amoun� 
3240 mg, the only symptorns reporttljj were mrld sedabon, slurred speech and trans,tory 
hypertension (200/95 mmHg). Ko slgmUcant QTc prO!ongatoon occurred. 
The posslbillty of obtundalion, seizures or dystonie reacuon of the head and neck followlng 
o-,eroose may aeale a rlsk of aspiratlon with lnduced emesis. Cardiovascular monitoring 
stoould commence immed.ately and should ,nçlude contJnuous electrocard<ogtaphoc 
mon�onng to detect possible anllylhmlas. There 1s no speciflc anlrdote to z,pr8Sldone. 



5. PHARMACOLOGICAL PROPERTIES 
5.1 Plulrmacodynamlc prope,tles 

Ptiarmaootherapeutlc group: Antipsychotlc,ATC code NOSA E04 

Zlprasldone has a hlgh affinity for dopamine type 2 (0,) receptors and substantially higher 
affinity for serotonln type 2,. (5HT2.) receptors. Receptor blockade, 12 hours alter a single 
dose of 40mg, was greater than 80% for serotooln type 2,. and greater lhan 50% for D, using 
positron emisslon tomography (PET). Zlprasldone also lnleracts with serolonln 5HT ,c, 
5HT,o and 5Hfo receptors where its attlnltles for these sites are equal to or greater than 
Ils affinity for the o, receptor. Ziprasldooe has moderate affinity for neuronal serotonin 
and noreplnepMne transporters. Zlpras/done demoostrates moderato affinity for histamine 
H(l)· and alpha(l)-receptors. Ziprasidone demonstrates negllgible attinily for muscarlnic 
M(l )-receptors. 

Zlprasldone has been shown to be an antagonlst al both serotonin type 2,. (5HT,,) and 
dopamine type 2 (D2) receptors. Il is proposed that the antipsychotic activity is mediated, ln 
part, through this comblnatlon of antagooist actiVJtles. Ziprasldone is also a potent antagonlst 
at 5HT,. and SHT" receptors, a potent agonlst at the 5HT,. receptor and lnhlblts neuronal 
reuptake of noreplnephrine and serotonin. 

Fur111er Information on clin/cal trials 

ln a 52 week sl1Jdy, ziprasldone was effective ln malotalning the clinlcal lmprovement during 
continuauon t11erapy ln patients who showed an Initial treatment response: tllere was no 
clear evldence for a dose-response relationShlp amongst the zlprasidone groups. ln thls 
study, whlch included patients with both positovo and negatlve symptoms, ziprasidone's 
ettlcacy was demonstrated in both positive and negative symptoms. 

The Incidence of b0dy weight gain, reported as an adverse event in short term (4·6 week) 
studies was low and ldentical ln ziprastdone-treated and placebo-treated patients (both 
0.4%). ln a one-year placebo-contJOlled study a median weight IOss of 1-3kg was observed 
ln zlprasldone-treated patients compared to a 3kg medlan Joss ln placebo-treated pati€nts. 

ln a double•bllnd comparative sllKIY, metabollc parameters includlng weight and lasting 
levefs of lnsolln, total cholesterol and trlglyceodes and an lnsulin resistance �R) index were 
measured. tn patients recelvlng zlprasidone no significant changes from baseline were 
observed ln any ol lhese metabotlc parameters. 

5.2 Pharmacoklnetic properties 
FoUowlng oral administration of multiple doses of ziprasidone with food, peak serum 
concentrations typically occur 6 to 8 hours post-dose. Zlprasldone demonstrates linear 
klneucs over the lllerapeutic dose range of 40 to 80 mg twice daity in fed subJects. The 
absolute bioavaitability of a 20 mg dose ts 60% in the led state. The absorption of ziprasldone 
ls reduced by 50% when ziprasidone ls admlnlstered under lasting conditions. 

The mean terminal hall-Ille of ziprasidone alter oral administration ls 6.6 nours. Mean 
clearance ol ziprasidone administered lntravenously Is 5mVmln/1<.g and the volume of 
dlslribution Is approxlmatety 1.1 lJkg. Zlprasldone Is more than 99% proteln bound ln serum. 
Steady state is reached within 1-3 days. 

Ziprasidone is extensivety metabolised alter oral administration with only a small amount 
excreted ln urine (<1 %) or laeces (<4%) as unehauged drug. Ziprasldone ls primarily cteared 
via three prO()OSed metabolic routes to yleld four major circulatlng metabotttes, 
benzlsothiazole plperal'ine (8ITP) sulphOxide, 8ITP sulphone, zlprasldone solphoxide and 
S•methyldihydrozlprasidone. Approxlmately 20% of the dose is excreted ln urine, and 
epproxlmately 66% ls etiminated ln laeces. Uoohanged ziprasldone represents about 44 % of 
total drug-relaled material in serum. 

An ln viro study suggests lhat conversion to S-methyl dihydroziprasidOne is the major route 
of metabolism for ziprasidooe. ln villo studles indicate that this metabOlite arises via 
aldehyde oxidase catalysed reducllon, wlth subsequent S-methylation. Oxidative 
metabOllsm, pr1ncipally via CYP3A4 with potenttaI contribution 01 CYP1A2, Is also lnvolved. 

ZiP1asldone, S-methyf-dihydrozlprasidone, and zlprasldone sulphoxide, when tested in vitro, 
shara properties which may prediet a OTc-prOlongong effect. S-methyi-dlhydrozlprasidone 1s 
mainly ellmlnated ln faeces by biliary excret,on wlth a mlnor contribution by CYP3A4 



calalysed metabolism. Ziprasklone sulphoxlde is eliminated through renal excretion and by 
secondary metabollsm catalysed by CYP3A4. 

Pharmacokinetic screening of patients has not revealed any significant pharmacokinetic 
dlfference1, betweeo smokers and non-smokers. 

No cllnlcally significant age· or gender-differences in the pharmacokinetics of ziprasldooe 
has been observed. 

Pharmacokinetic studies ha,e demonstrated that the bloavailability of ziprasldone is 
lncreased by up to 100% in the presence or food. tt is therefore recommended that 
ziprasldone should be taken wlth food. 

Consistent with the tact thal reoal clearance contributes very little to ils overall clearance, no 
progressive increases in ziprasidone exposure were noted when ziprasidone was 
adminlslered to subjecls wlth ,arylng degrees ol renal fonction. Exposures ln subjects with 
mild (creatinine clearance 30-60 mVmln), moderate (crealinlne clearance 10-29 mVmin) and 
severe impainnent (requirlng dialysls) were 146%, 87% and 75% those of healthy subjects 
(creatinine clearance >70 mVmin) following oral administration of 20 mg BIO for seven days. 

ln mild to moderate impairment ol liYer funclion (Child Pugh A or B) caused by cirmoses, the 
serum concentrations alter oral administralion were 30% hlgher and the terminal hall-Ille 
was about 2 hours longer than in normal patients. The effect ol llver impairment on the serum 
concentratioos of the metabolites 1s unknown. 

5.3 Preclinlcal safety data 
l'leclinical safetv data reveal no special hazard for humans based on conventional studles of 
safety pharmacology, genotoxlcity and carcinogenic potentlal. ln reproductive studie1> ln rats 
and rabbits, ziprasidone has shown no evidence of teratogenicity. Undesirable elfects on 
fertility and decreased pup weights were obServed at doses causing maternai toxlcltv such 
as decreased body weight gain. lncreased perinatal mortality and delayed funcilonal 
development of offspring occurred at maternai plasma concentrations extrapolated to be 
simllar to the maximal concentrations in humans given therapeutic doses. 

6. PHARMACEIITICAl PARTICULARS 
6.1 Ust of excipients

• Contents: 
Lactose monohydrate, pregelatinised maize starch, magnesium stearate. 

• Capsule shell: 
Geèltin, tltanium dioxlde IEl 711, lndlgotin (Et32) (20 mg, 40 mg, 80 mg capsules). 

• Printing ink; 
Shellac, ethyt alcohOI anhydrous, isoJ)lopyl alcohol, n-butyl alcohol, propylene glycol, purffled 
water, ammonium hydroxide, potassium hydroxide, black Iron oxide. 

6.2 lncompatibilities 
Not applicable 

6.3 Sllelf•life 
l'loduci shOOkl not be used alter the expiry date stated on the outer cartoo. 

6.4 Special precautions for storage 
Do not store above 30°C. 

6.5 Nature and contents of conlainer 
Bhster 

Zlprasidone capsules are presented ln aluminium f'o/C/PA blisters wlth aluminium foil lids, ln 
cartons containing 30 capsules. 

6.6 Instructions for use and handllng 
No special re(!uirements 

7. DATE Of REVISION OF THETEXT
May 2002

Manufactured,Packaged and released by Pfizer Manufaciuring Deutschland GmbH 
Heinrich-Mack-Str. 35 89257 lllertissen ,Federal Republic Germany 

• Reglstered Trademar1<. 
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