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FULL PRESCRIBING INFORMATION

'WARNING-INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

rugs are at an
increased risk of death. Analyses of seventeen placebo-controlled tils (modal duration of
10 wseks),Iargely n patents tkdng ayplal andpsychoc drugs revealed a kol death i
d patients of between 16 to 1.7 times the risk of death in placebo-treated
pm.m Over the course af  ypical 10-week contrlle s, he ate of death i drug-
treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group.
Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (e, heart failure, sudden deat) orinfectous (e, pneumania) n ature.

hat, similar to
conventional antipsychotic drugs may increase mos duy The extent to which the r..m...gs
of increased mortality in observational studies may be attributed to the antipsychoti

i dru
25 opposed o some characteritc(s) of the patient s not lear, Ziprasidone. Tydrachioride
is [see

WARNINGS AND PRECAUTIONS (5.1)].

1 INDICATIONS AND USAGE

Ziprasidone hydrochloride capsules are indicated for the treatment of schizophrenia. When deciding
among the alternative treatments available for the condition needing treatment, the prescriber shoul
consider the finding of ziprasidone’s greater capacity to prolong the QT/QTC interval compared to
several other antipsychotic drugs [see WARNINGS AND PRECAUTIONS (5.2)). Prolongation of the
QT imerval is associated in some other drugs with the ability to cause torsade de poirtes-type
arthythmia, a potentially fatal polymorphic venticular tachycardia, and sudden death. Inmany cases this
would lead o the conclusion that other drugs should be tied first. Whether ziprasidone will cause
torsade de pointes or increase the rate of sudden death is not yet known [see WARNINGS AND
PRECAUTIONS (5.2)1
1.1 5chizophrenia
Ziprasidone hydrochloride capsules are indicated for the treatmen of schizophrenia. The efficacy of
oral ziprasidone was established in four short-term (4- and 6-week) controlled trials of adult

schizophrenic inpatients and in one maintenance trial of stable adult schizophrenic inpatients [see
CLINICAL STUDIES (14.1)].



2DOSAGE AND ADMINISTRATION

2.1 schizophrenia
Dose Selection

Ziprasidone capsules should be administered at an nitial daily dose of 20 mg twice daily
ikt fond.Tnsome paters, ity dosage may subsedquenty be adused on e bess of individual
clinical satus up 1o 80 mg twice daily. Dosage adjusument, if indicated, should generally occur at
intervals of notless than 2 days, as steady-state is achieved within 110 3 days. In order to ensure use of
the lowest effective dose, patients should ordinarily be observed for improvement for several weeks
before upward dosage adjustment

Efficacy in schizophrenia was demonsirated ina dose range of 20 mg to 100 mg twice daily in short-
term placebo-controlled clinical trials. There were wrends toward dose resporse within te range of 20
I 0 80 mgtwice daly,but resuls were ot consistek. Annrease (0 3 dose greae han S0 mg e

daily is not generally recommended. The safety of doses above 100 mg twice daily has not been
systematically evaluated in clinical rials (see CLINICAL ShoniEs a4,
Maintenance Treatment

While here i+ 1 body of evdence avalable 1o asver mc uestionof how long apaent eatcd with
ziprasidone sh
then ra omimie sipraskdons of wiich o plcebn plteaetiil ay inime to relapse for
paens ecelvig iprasidore Dycochiorids. see CLINICAL STUDIES (14.)1. No sddiorl berefi

s demonstrated for doses above 20 mg twice daily. Patients should be periodically reassessed o
determine the need for meienance weamert.

2.4 Dosing in Special Populations
Oral

Dosage adjustments are generally ot required on the basis of age, gender, race, or renal or hepatic
impairment. Ziprasidone hydrochloride is not approved for use in children or adolescens.

3 DOSAGE FORMS AND STRENGTHS

Ziprasidone hydrochloride capsules are differentated by capsule color/size and are inprinted inblack
ink with "LU" and a unique number. Ziprasidone hydrochloride capsules are supplied for oral
administration in 20 mg (blue/white), 40 mg (blue/blue), 60 mg (white/white), and 80 mg (blueiwhite)
capsules. They are supplied in the following strengths and package configurations

Ziprasidone Hydrochloride Capsules

Capsule Strength (mg) Imprint
20 V51
40 vs2
60 vs3
80 V54

4 CONTRAINDICATIONS
4.1QT Prolongation

Because ofsprasidones dose-reltd prolongatonol the QI iterval and the o associaion of
fatal archythmias wi other d

o in patiens with a o Nstory of 1. prolontion (e o congenial long T sydrome)

« in patients with recent acute myocardial infarction

o inpatients with uncompersated heart failure

and other drugs that prolong the QT
interval have not been performed. An additive effect of ziprasidone and other drugs that prolong the QT
imterval camot be excluded. Therefore, ziprasidone should not be given with:
* dofelide,soralol,qundine,oter Class I andll a-rythnics mesordaalo, ioidoio,

uifl ifl

droperidol, pi X
efloguine, peramian ic ioxide, levomethady] certe, pmh\lcn\nr
tacrolimus
« other drugs that ar of their effects and
have this effect described inthe full prescribing inf aboxed or
[see WARNINGS AND P} 2.
4.2 Hypersensitivity

Ziprasidone is contraindicated in individuals with a known hypersensitivity to the product.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with d lated psychosis treated with

risk of death. Ziprasidone hydrochloride is not approved for the treatment of demeniia-related
psychosis. [see BOXED WARNING]

52 QT Prolongation and Risk of Sudden Death
prsidone se should be avolded inconbiion il othe drgs bt are aow o prolong he Qe

interval (see (4.0 DRUG I oraly, clnciars
should be alert (0 the er drugs et % prolong the
Qe inerval. Such drugs should ocbe pmscnb&d oy iprastdone. Ziprasdone hould ast be

avoided in patients with congenital long QT syndrome and in patients with a history of cardiac
arhythmias [see CONTRAINDICATIONS (4)]
A study directly comparing the QT/QTC prolonging effect of oral ziprasidone with several other drugs
effective in the treatment of schizophreria was conducted in patient volunteers. In th first phase of the
trial, ECGs were obiained at the time of maximum plasma conceniration when the drug was administered
alon. Inthe o phase of e winl, ECG worsobted i the e of masoumplssim concenealon
while the drug w hibitor of the CYP4503A4 rug.
Inthe first phase of the study, the mean change in QTc from baseline was calculated for each drug,
using a sample-based correction that removes the effect of heartrate on the QT interval. The mean
increase in QT frombaseline for ziprasidone ranged from approximtely 9 o 14 msec greater than for
four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was.
approximately 14 msec less than the prolongation observed for thioridazine,
Inthe second phase of the study, the effect of ziprasidone on QTc length was not augmented by the
presence of a metabolic inhibior (ketoconazole 200 mg twice daily)
Inplacebo-controlled wials, oral ziprasidone increased the QT interval compared to placebo by
dose of 160 mg. Inclinical trials with oral
ziprasidone, the electrocardiograms of 2/2988 (0.06%) patients who received ziprasidone
hydrochloride and 1/440 (0.23%) paties who received placebo revealed QTc intervals exceeding the
potentially clinically relevant threshold of 500 msec. In the ziprasidone-treated patients, neither case
suggested a role of ziprasidone. One patient had a history of prolonged QTc and a screening
measurement of 489 msec; QTc was 503 msec during ziprasidone treatmen. The other patient had a
Qe of 391 meec atthe exd of weament wih siprsidoneandupon switcing (0 hioridzine
experienced QTc measurements of 518 and 593 ms
Sae drugs bt peolong, the QT ke have beenassoctted il e ccurence ofesode de
pointes The T torsade de pointes is
Pementor larger increases (20 msec and greater) but it is possible that smaller QT/QTc prolongations
may also increase risk, or increase it in susceptible individuals. Although torsade de pointes has not

the use of ziprasidone studies and experience is (00
limited to rule out an increased risk, there have been rare post-marketing reports (inthe presence of
multiple confounding factors) [see ADVERSE REACTIONS (6.2)].
As with other antipsychotic drugs and pl deaths have
s king Aptasdone at recommended doscs. The pemarkedng experince fo sprasdone did ot
reveal an excess risk of mortality for ziprasidone compared o other antipsychotic drugs or placebo, but
the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, sprasidones larger prolongaion of GTc lengh comparcd t everal oher anipsychotic
drugs raises the possi iy it the sk suden death ry be sreste for lprasidone han o oter
available drugs for treat © in deciding among
hermaive drag products [oe INDICATIONS AND USAGE (1 N
Certain circumstances may increase the risk of the occurrence of torsade de pointes andior sudden death
inassociation with the use of drugs that prolong the QTc interval, including (1) bradycardia; (2)

(@) presence of congenital prolongation of the QT interv:
Itis recommended that patients being considered for ziprasidone treatment who are at risk for significant
electrolyte disturbances, hypokalemia in particular, have baseline serum potassium and magnesium
measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of QT prolongation and

significant cardiovascular illness, e.g., QT prolongation, recent acute myocardial infarctior
ncompensated heart failure, or cardiac archythmia. Zprsidone should be disconiued n patents who
are found to have persisten QTc measurements >500 m

For patients taking ziprasidone who experience sympioms that could i
de poles, .5 diziess, palpiatons, or syncope, the prescriver should
e.g., Holier monitoring may be usefu

te the occurrence of torsade
tiate further evaluation,

5.3 Neuroleptic Malignant Syndrome (NMS)
A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS)
has been reported in association with administration of antipsychotic drugs. Clinical manifestations of
NMS are hyperpyrexia, muscle rigidity, ltered mental status, and evidence of autonomic insiability
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs
may include elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
failure.

‘The diagnostic evaluation of patients with this syndrome is complicated. Inarriving ata diagnosis, itis
important o exclude cases where the clinical presentation includes both serious medical illness (e.8.,
preumonia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and
symptoms (EPS). Other important considerations inthe differenial diagnosis include central
anticholinergic toxicity, heat stroke, drug fever, and primary central nervous system (CNS) pathology.
‘The management of NMS should include: (1) immediate discontinuation of atipsychotic drugs and other
drgs ot csseral i comcurent etopy ) L symploumtic et nedical montrie;

‘medical problems for which specific treatments are
avallzble. There s o goneral treatment for NMS.
1f a patient requires antipsychotic drug treatment after recovery from NMS, the potental reintroduction
of drug therapy should be carefully corsidered. The patient should be carefully monitored, since
recurrences of NMS have been reporte

5.4 Severe Cutaneous Adverse Reactions
Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS) has been reported with Ziprasidone
exposure. DRESS cosists of or more of d

(such as rash or . cosinophili, fever, and one or more systemic
complications such as hepatits, nephritis, peuonitis, myocarditis, and pericarditis. DRESS is
sometimes fatal. Discontinue ziprasidone if DRESS is suspectet

Other severe cutaneous adverse reactions

ther i has have with
prasidone exposure. Severe cutancous adverse reactions are sometimes fatal. Discontinue ziprasidone
if severe cutaneous adverse reactions are suspectet

55 Tardive Dyskinesia
A syndrome of potenially irreversible, involuntary, dyskinetic movemens may develop in patients
undergoing treatmert with anipsychotic drugs. Although the prevalence of the syndrome appears to be
highest among the elderly, especially elderly women,

to predict, a the inception of antipsychotic treatment,
Whether antipsychotic drug products differ intheir potential to cause tardive dyskinesia is unknown.
‘The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are
believed to increase as the duration of treatment and the total cumlative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, although much less
commonly, after relatively brief treatment periods at low doses.

of although the syndrome may
remit,partially or completely, if anipsychotic reatment is withdrawn. Atipsychotic treatment itself,
however, may suppress (or partially suppress) the signs and symptoms of the syndrome, and thereby may
possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term
course of the syndrome n

Given these considerations, ziprasidone should be prescribed ina mamer that is most likely to minimize
the occurrence of ronic anipsychotic be reserved for
patients who suffer froma chronic illness that (1) is known (0 respond to anipsychoric drugs, and (2) for
whomaliernative, equally effective, but potemtially less harmul treatments are not available or
appropriate. In patients who do require chronic treatmen, the smallest dose and the shortest duration of
weament producing a satisfactory clinical response should be sought. The need for continued treatment




should be reassessed periodically.

1 signs and f tardive dysk ina rug
shouldbecorsdered. However some patiens my equire neanent wih riions deaphe e
presence of the syndro

5.6 Metabolic Changes
Atypical antipsychotic drugs have been associated with metabolic changes that may increase
cardiovascularicerebrovascular risk These metabolic changes include hyperglycemia, dyslipidemia,

and body weight gain. While al of e drugsinthe clas e beenshown o produce some netabolic
Changes, each drog has ts wn speciie ickpro
Hyperglycemia and Diabetes Melltus
Hyperglycemia and diabetes mellitus, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, have been reported in patients treated with atypical antipsychotics. There
have been few reports of hyperglycemia or diabetes in patients treated with ziprasidone hydrochloride
Although fewer patienis have been reated with ziprasidone hydrochloride, itis not knownif this more.
limited experience is the sole reason for the paucity of such reports. Assessment of the relationship
between atypical antipsychotic use and glucose abnormulities is complicated by the possibility of an
increased background risk of diabetes mellitus in patients with schizophrenia and the increasing
incidence of diabetes mellis inthe gereral population. Given hese confourders, e relationship

antipsychotic use and d adverse reactiors is

understood. Precise risk estimates for hyperglycemia- it sveres vsedons patiens treated with
atypical antpsychotics are not available.
Patients with an established diagnosis of diabetes mellitus who are started on atypical anipsychotics
should be monitored regularly for worsening of glucose conirol. Patients with isk factors for diabees
mellitus (e.g., obesity, family history of diabetes) who are starting treaument with atypical antipsychotics.
should undergo fasting blood glucose testing at the begiming of treatment and periodically during
tesmen: Any pairtesed wih aypica]amipsychotcs shoud be maniored or syrpuons of
hyprglyceni rludingpolypsa, polyura polyphagi. ax weakoess Pt who dev
symptoms of atypi should undergo fasting blood
lucose esting. nsome cases, hyperglycemiahas eraived whenthe sypicel speychotc vas

i some patients require beti
ncomimstonof e suspect drug,

Pooled data from sh lacebo-controlled st are presented inTables 1o 2.
Note that for the flexible dose studies in schizophrenia each subject s categorized as having received
either low (20 to 40 mg BID) or high (60 to 80 mg BID) dose based on the subjects modal daly dose.
Inthe wbles showing categorical changes, the percentages (% column) are calculated as 100X(WN).

‘Table 1: Glucose” Mean Change from Baseline in Short-Term (up to 6 weeks), Placebo-
Controlled, Fixed-Dose, Oral Ziprasidone, Monotherapy Trials in Adult Patients with
Schizophrenia

Mean Random Glucose Change from Baseline mg/dL (N)
iprasi Placebo
SmgBID 20mgBID 40mgBID 60mgBID 80 mgBID 100 mg BID
-L1(N=45) +2.4 (N=179) -0.2 (N=146) -0.5 (N=119) -17 (N=104) +4.1(N=85) +1.4 (N=260)
Random” glucose measurements —fastng/non-fasting satus unknown

Table 2: Glucose” Categorical Changes in Short-Term (up to 6 weeks), Placebo-Controlled, Fixed-
Dose, Oral Ziprasidong Trials in dents with Schiz i

Laborato g Baseline Treatment Arm N n (%)
Tandomlcose. Notmal o High
(<100 mg/dL to 2126 mg/dL)

Ziprasidone 438 77 (17.6%)
Placebo 169 26 (15.4%)
Ziprasidone 159 54 (34.0%)
Placebo 66 22(33.3%)

Borderline (0 Hig)
2100 mg. s mg/dL t0 2126 mgdL)

**Random” ghicose measurements - fasting/non-fasting status unknown

Inlong-term (at least 1 year), placebo-controlled, flexible-dose studies in schizophrenia, the mean
change from baseline in random glucose for ziprasidone 20 to 40 mg BID was -3.4 mg/dL (N=122); for
ziprasidone 60 to 80 mg BID was +1.3 mg/dL. (N=10); and for placebo was +0.3 mg/dL (N=71).
Dyslipidemia

Undesirable alterators in hpxds have beenoberved nputens weated wihaypical antpsychotcs
Pooled dat re presented in Tables 3-4.

Table 3: Lipid* Mean Change from Baseline in Short-Term (up to 6 weeks), Placebo-Controlled,
Fixed-Dose, Oral Ziprasidone Monotherapy Trials in Adult Patients with Schizophrenia

Mean Lipid Change from Baseline mg/dL (N)
Laboratory Analyte Ziprasidone Placebo
5mg BID 20 mg BID 40 mg BID 60 mg BID 80 mg BID 100 mg BID
Triglycerides 129 96 160 08
(N=45) (=18 (N=85)
Toul Cholesterol  -36 36
(N-85)

“*Random” lpkl measuremens, fasting/non-asting status unknown

‘Table 4: Lipid® Categorical Changes in Short-Term (up to 6 weeks), Placebo-Controlled, Fixed-
iprasid Trials i dents with Schi i

Laboratory Analyte Category Change (at least once) from Baseline Treatment Arm N n (%)
Triglycerides  Increase by >50 mg/dL, Ziprasidone 681 232 (34.1%)
Placebo 260 53 (20.4%)

Ziprasidone 429 63 (14.7%)
Placebo 152 12(7.9%)
Ziprasidone 92 43 (46.7%)
Placebo 41 12(29.3%)

Normal to Hig]
(4150 mgll 0 200 mg/dL)

Borderline o High
(2150 e, and <200 me/L. 0 2200 me/dL)

Total Cholesterol  Increase by 240 mg/dL. Ziprasidone 682 76 (11.1%)
Placebo 261 26 (10.0%)
Normal to High (<200 mg/dL to 2240 mg/dL) Ziprasidone 380 15 (39%)

Placebo 145 0(0.0%)
Ziprasidone 207 56 (27.1%)
Placebo 82 22(26.8%)

Borderline (o High
(2200 mg/dL and <240 mg/dL. 10 2240 mg/dL)

“*Random” lpil measuremens, fasting/non-fasting status unknown

Inlong-term (atleast 1 year), placebo-controlled, flexible-dose studies in schizophrernia, the mean
change from baseline in random triglycerides for ziprasidoe 20 to 40 mg BID was +26.3 mg/dL,
(N=15; for ziprasidone 60 to 80 mg BID was -39.3 mg/dL (N=10); and for placebo was +12.9 mg/dL
(N=9). I long-term at least 1 year), placebo-controlled, flexible-dose studies in schizophrenia the
mean change from baseline inrandom total cholesterol for ziprasidone 20 to 40 mg BID was +2.5
mg/dL (N=14); for ziprasidone 60 to 80 mg BID was -19.7 mg/dL (N=10); and for placebo was -26.0
mg/dL (N=9).

Weight Gain
Weight gain hes beennbserved it aypical anipsychotc use. Moritoring of welght s teconmended.
Pooled data are presented in Tables 5.

Table 5: Weight Mean Changes in Short-Term (up to 6 weeks), Placebo-Controlled, Fixed-Dose,
Oral Ziprasid Trials i dents with Schi i

Ziprasidone Placebo
SmgBID  20mgBID 40mgBID  60mgBID 80 mgBID 100 mg BID
Mean Weight (kg) Changes fram Bascln
0.3 1 +09 04
w0 o 6 I ) 109)  (N-07) N=74) @)
roportion of Patients with 7% Increase in Weight from Baseline (N)
0.0% (N=40) 9.0% (N=167) 10.4% (N=135)7.3% (N=109) 15.5% (N=97) 10.8% (N=74) 4.0% (N=227)

Inlong-term (at least 1 year), placebo-controlled, flexible-dose studies in schizophrernia, the mean
change from baseline weight for ziprasidone 20 to 40 mg BID was -2.3 kg (N=124); for ziprasidone 60
80 mg BID was +2.5 kg (N=10); and for placebo was -2.9 kg (N=72). Inthe same long-term sudies,
the proportion of subjects with 2 7% increase in weight from baseline for ziprasidone 20 to 40 mg BID

was 5.6% (N=124); for ziprasidone 60 to 80 mg BID was 20.0% (N=10), and for placebo was 5.6%
(N=72). Ina long-term (a least 1 year), |, fixed-dose stuc) the mean
change from baseline weight for ziprasidone 20 mg BID was -2.6 kg (N=72);for ziprasidone 40 mg
BID was 3.3 g (N=G3);for aieesdone 8D g BID was 2.8k (N=70)a for placeho was -3
(N=70). Inthe same longter ophrenia study, the proportion of subjects with 2 7%
rease Inwelght frompasellos for irasidore 20 mg BID was 5 6% (N=72); for ziprasidone 40

BID was 2.9% (N=69), 80 mg BID was 5. for placebo was 2.9% (N=70).
Schizophrenia
‘The proportions of patients meeting i 2 7% of body weight in

poolof four 4-and b-week placeba-conrolled schizophrenia clnical il revealing 4 sausucally
Sanificanty greaer ncidenve of welgh gin for iprasidone (10%) compared o placeba (4%) A

kg was observed patients compared
Change inlacebo patiess. I hs Setof clncalias, welght gan was eporied 5 an adverc 1 reacion
in0.4% and 0.4% of ziprasidone and placebo patients, respectively. During long-term therapy wi
iprasidore,acategorizaonof gaens a buselie o he bsi ofbody s idex (BMI) et he

nd of clinically 7% of body

ieighd inpatens it low BN (29)compared t nomal (31 27)or overeight paents (-37)
‘There was a mean weight gain of 1.4 kg for those patients with a “low” beseline BMI, no mean change
for patients with a "normal” BMI, and a 1.3 kg mean weightloss for patients who entered the program
witha *high B

57 Rash
Inpremarketing trials with ziprasidone, about 5% of patients developed rash andor urticaria, with
discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was related to
dose of ziprasidone, although the finding might also be explained by the longer exposure time inthe
higher dose patients. Several patiens with rash had signs and symptoms of associated systemic illness,
e.g., elevated WBCs. Most patients improved promptly with adjunctive treatment with antihistamines or
steroids and/or upon discontinuation of ziprasidone, and all patients experiencing these reactions were
reported to recover completely. Upon appearance of rash for which an alternative etiology cannot be
identified, ziprasidone should be discontinued.

5.8 Orthostatic Hypotension

prasidone nay induce orhosac hypoersion ssociaed it diziness, mchvcardla, and insome
tients, syncope, especially during the iniial dose-tiation period, probably reflec
Sirentrsic anagona ropOris. Syope was reporie in0.6% of e patens reted with sprsidone.

g

one should b used wih paricula cauon inpaients withknowncadiovascular isease
of myocardial infarction or ischemic h heart failure or

Cebrmcata scases o contiior whichwoud predispose patients o hypotension (dehydration,

hypovolemia, and treatment with antihypertensive medications).

5.9 Leukopenia, Neutropenia, and Agranulocytosis
Incliical trial and postmarketing experience, events of leukopenia/eutropenia have been reported
temporally related to antipsychotic agenss. Agranulocytosis (including fatal cases) has also been
reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell count
(WBC) and history of drug induced leukopenianeutropenia. Patients with a pre-existing low WBC or a
history of drug induced leukopenia/eutropenia should have their complete blood count (CBC)
monitored frequendy during the first few months of therapy and should discontinue ziprasidone
hydrochloride atthe frst sign of decline in WBC. in the absence of other causative factors.

Patients with neutropenia should be carefully monitored for fever or other symptoms or signs of
infection and treated promply if such symptoms or signs occur. Patients with severe neutropenia
(@bsolute neutrophil count ziprasidone and have their
WBC followed uniil recovery.

5.10 Seizures
Durin cliical il sezures occurted 1n0.4% o pates weatd with prasidone. There were
confounding factors that may have contributed to the occurrence of seizures in many of these cases. As
withothr anipsychoti drugs,ipasidoe should b used cauously inpatets with a histry of
Sures o withcondiion Tt poentlly lower the seiare threohold, e g Alsheimer’ domenta
Condiions hatlower e sz dreshold y be more prvalentna popuiaion of 65 earsor aider.
5.11 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration
preumonia is a common cause of morbidity and mortality in elderly patients, in particular those with
advanced Alzheimer’s dementia. Ziprasidone and other antipsychotic drugs should be used cautiously in
patient at risk for aspiration pneumonia [see BOXED WARNING].

5.12 Hyperprolactinemia



As with other drugs that D recepiors, prolactinlevels in
humans. ncreased prolactin levels were also observed in rimal studies with this compound, and were
associated with an increase inmammary gland neoplasia inmice; a similar effect was not observed in
rats [see NONCLINICAL TOXICOLOGY (13.1)]. Tissue culuure experiments indicate that approximately
one-third of human breast cancers are prolactin-dependent in vitro, a factor of potential importance if the
rescription of these drugs is contemplated ina patient with previously detected breast cancer. Neither
clinical studies nor epidemiologic studies conducted to date have shown an association between

this class of di in humans; the available evidence is
considered too limited to be conclusive at this time.

Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and impotence have been
reported with prolactin-elevating compounds, the clinical significance of elevated serumprolactin
levels is unknown for most patients. Long-standing hyperprolactinemia when associated with
hypogonadismmay lead to decreased bone dersity.

5.13 Potential for Cognitive and Motor Impairment
Sommolence y d advers weated Inthe 4-and
6-week placebo-controlled ials, somnolence was reported in 14% of patients on zprasidone
compared o 7% of placebo patients. Somolence led to discontinuation in 0.3% of patients in short-term
clinical i, Sice iprasdone has h potentil o impai udge, kg, or otor sl patees
should be cautioned about performing activities requiring mertal alertess, such as operati

ehicle (inciuding awomDNIes) o operaing hasardous machiery unil ey are easorably coran at
ziprasidone therapy does not affect them adversely.

5.14 Priapism
One case of priapism was reported i the premirketng database. While th relationship of the reaction
o ziprasidone use has other drugs with a blocking effects have

been reported o induce priapism, and it possible mumsmom may share this capacity. Severe
priapism may require surgical intervention.

5.15 Body Temperature Regulation

Although not reported with ziprasidone in premarketing wials, disruption of the body's ability o reduce
core body temperature has been attributed to antipsychotic agents. Appropriate care is advised whes
prescribing ziprasidone for patiens who will be experiencing conditions which may contribute to an
elevation in core body temperature, e.g., exercising sirenuously, exposure fo extreme hea, receiving
concomitant medication with anticholinergic activity, or being subject to dehydration.

5.16 Suicide

‘The possibility of a suicide attempt is inherent in psychor 55 and close supervision of high-risk
patients should accompany drug therapy. Prescriptions for ziprasidone should be written for

smallest quanity of capsules consistent with good patient management in order to reduce the risk of
overdose.

5.17 Patients with concomitant linesses

Clinical experience i illnesses is limited
[see USE N SPEGIFIC POPULATIONS (36, 5.7

Ziprasidone has not been evaluated or used (o any appreciable extentin patients with a recen history of
myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical studies. Because of the risk of QTc prolongation and orthostatic hypotension with
ziprasidone, caution should be observed in cardiac patients [see WARNINGS AND PRECAUTIONS
62,68]

5.18 Laboratory Tests

Patients being considered for ziprasidone treatment that are at risk of significant electrolyte
disturbances should have baselire serum potassium and magnesium measuremens. Low serum
potassium and magnesium should be replaced before proceeding with treatmens. Patierts who are started
on diuretics during ziprasidone therapy need periodic monitoring of serum potassium and magnesium.
Ziprasidone should be discontinued in patients who are found to have persistent QTc measurements
>500 msec. [see WARNINGS AND PRECAUTIONS (5.2)]

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
inthe clinical trials of a drug camot be directly compared to rates in the clinical wials of another drug,
and may not reflect the rates observed in practice.
Clinical trials for oral ziprasidone included approximately 5700 patients and/or normal subjects exposed
0 0ne or more doses of ziprasidone. Of these 5700, over 4800 were patients who participated i
multple-dose effectiveness trials, and their experience corresponded (o approximately 1831 patient-
years. These patients include (1) 4331 patients who participated in multiple-dose trials, predominantly
inschizophrenia, representing approximately 1698 patent-years of exposure. The conditions and
duration of treatment tient

and she i

Adverse reactions during exposure were obtained by collecting voluntrily reported adverse
experiences, as well as results of physical examinations, vital signs, weights, laboratory analyses,
ECGs, and results of ophthalmologic examinatiors.
‘The stated frequencies of adverse reactions represent the proportion of individuals who experienced, at
least once, a reatment-emergent adverse reaction of the type listed. A reaction was considered treatment
emergentif it occurred for the first time or worsened while receiving therapy following baseline
evaluation.
Adverse Findings Observed in Short-Term, Placebo-Controlled Trials with Oral Ziprasidone
‘The following findings are based on the short-term placebo-controlled premarketing trias for
schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) in which ziprasidone was
administered in doses ranging from 10 to 200 mg/day
Commonly Observed Adverse Reactions in Short Term-Placebo-Controlled Trials:
The following adverse reactions were the most commonly observed adverse reactions associated with
the use of ziprasidone (incidence of 5% or greater) and not observed at an equivalent incidence among
placebo-treated patiens (ziprasidone incidence at least twice that for placcbo):
Schiophrena rias see Table
Somnolence
* Respiratory TractInfection

Schizophrenia
Adverse Resctons Assockted i Discontnuaton of Tesunentn Shot-Te, Placebo-Contoled
Trials of Oral Ziprasidone:

41% (29/702)0! prasid inshort-term, p lled studies.
discontinued treatment due 10 an adverse reaction, compared with about 2.2% 16/173) onplacebo. The
most common reaction associated with dropout was rash, including 7 dropous for rash amon
ziprasidone patients (1%) compared to o placebo patients [See WARNINGS AND PRECAUTIONS
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Advers f 2% or More Among Zi Patientsin
‘Short-Term, Oral, Placebo-Controlled Trials:

‘Table 6 enumerates the incidence, rounded (o the rearest percent, of treatment-emergen adverse
reactions that occurred during acute therapy (up 1o 6 weeks) i predominantly patiens with
schizophrenia, including only those reactiors that occurred in 2% or more of patients teated with
ziprasidone and for which the incidence in patients reated with ziprasidone was greater than the
incidence in placebo-treated patients.

able 6 Trsatment Eomesgent Adverss Ronctan Lncdence In Short Term Oral lacebo-
‘ontrolled Trials - Schizophrer

Percentage of Patients Reporting Reaction

Body System/Adverse Reaction Ziprasidone (N=702)
(N=273)
Body as a Whole
5 3
Accidental Injury 4 2
Chest Pain 3 2
Cardiovascular
Tachycardia 2 1
estive
10 7
9 8
8 7
5 4
4 2
2 1
Extrapyramidal Symptoms” 14 8
Somnolence 14 7
Alathisia 8 7
Dizziness 8 6
Respiratory
Respiratory Tract Ifection 8 3
Rhinitis 4 2
Cough Increased 3 1
Skin and Appendages
Rash 4 3
Fungal Dermatitis 2 1
Special Senses
Abnormal Vision 3 2

* Extrapyramidal Sympioms includes the following adverse reaction terms: extrapyramidal syndrome, hypertonia,
dystonia, dyskinesia, hypokinesia, tremor, paralysis and twiching. None of these adverse reactions occurred
individually at an incidence greater than 5% in schizophrenia triak.

* Dizziness includes the adverse reaction terms dizziness and ightheadedness.

Dose Dependency of Adverse Reactions in Short-Term, Fixed-Dose, Placebo-Controlled Trials:
Ananalysis for dose resporse i pool

adverse reaction to dose for the following reactions: asthenia, postural hypotension, anoresia, dry
oy ierensedsllvlon, aetrlgla, ety diziess, dystoi, hyperons, somzol o, e,
ehinitis, rash, and abnormal vi

Extrapyramidal Symptoms (EPS)
‘The incidence of reported EPS (which included the adverse reaction terms extrapyramidal syndrome,
hypertonia, dystonia, dyskinesia, hypokinesia, tremor, paralysis and twitching) for ziprasidone-treated
nis i the short-term, placebo-controlled schizophrenia trials was 14% vs. 8% for placebo
Objectively collcted dat romthose sl o the Sipson Angus Rairg Scale T EPS) and e
(for akathisia) did and

placebo

Dystonia

Class Effect:

Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur insusceptible

individuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck

mscle,sometines progressng [ thtess of th troa, swallowing ificuly, diffculy breatin,
the tongue. While ioms can occur atlow doses, they occur more

frequeny and with greater severiy with igh potency and at higher doses of firs generaton

antipsychotic drugs. An elevated risk of acute dystonia is observed inmales and younger age groups.

Vital Sign Changes
Ziprasidone is associated with orthostatic hypotension [sce WARNINGS AND PRECAUTIONS (5.7)]

ECG Changes
idae s esociated it cresse I QT meral fee WARNINGS AND PRECAUTIONS
(:2)1. nthe d in heart rate of 1.4
beats per minute compared to a 0.2 beats per minute ecrse m,.g, placebo paiens
Other Adverse Reactic During the Premarketing jon of i
Eollowing s alisof COSTART erms tatelec weameeemergent adverse reaconsas deiedin
e ADVERSE REAC by patiens treated

whllnphrrma i mliple doses >4 mday within e daabasc of 364 patents. Al eporied
reactions are included except those already listed in Table G or elsewhere inlabeling, those reaction
terms that were so general as 1o be uninformative, reactions reported only once and that did not have a
substanial probabiliyofbeing acuely life-trestenng,reactions thtare part of the lnes being
weated or are otherwise common s b and 10 be drug-
related. Its important to emphasize that, dmwgn Ihe reactions reported occurred during treatment with
ziprasidone, they were not necessarily caused by

Adverse reactions are further categorized by hody systemand listed in order of decreasing frequency
according to the following definitions:

Frequent -adverse reactions occurring inat least 1/100 patients (21.0% of patients) (orly those not
already listed in the tabulated results from placebo-controlled trials appear i thi listing);

Infrequent -adverse reactions occurring in 1/100 to 1/1000 patients (in 0.1 to 1.0% of patiens)




Rare - adverse reactions occurring in fewer than 1/1000 patients (<0.1% of patiens).

Body as a Whole:

requent abdominal pain, flu syndrome, fey dental fall, face edem, chill tion, flank pain, hypothernia, motor vehicle accident
Cardiovascular System:
Frequent tachycardia, hypertension, postural hypotersion
Infrequent bradycardia, angina pectoris, atial fibrillation
first degree AV block, bundle branch block, phlebits, pulmonary embolus, cerebral infarct, accidert, myocarditis,

anorexia, vomitr
rectal hemorrhage, dysphagia, tongue edema
gum hemorrhage, jaundice, fecal impaction, gamma glutamy! transpepidase increased, hematemesis, cholestatic jaurdice, hepatids, hepatomegaly, leukoplakia of mouth, faty liver deposit, melena

hypothyroidism, hyperthyroidism, thyroidids

Hemic and Lymphatic System:
Infrequent e, cchymosis, eskocyoss ekoperis, cosiwapils lympbalempaty
Rare anemia, monocytosis, basophilia, lymphedema, polycythemia, thrombocythermia
Metabolic and Nutritonal Disorders:

Infrequent i, traaminas eeaseh,peripberl ede, yperglycends,creie hosplokimse e, lklinephosphaas iessed i, dehydration, lactic increased, albuminuria, hypokalemia
Rare BUN increased, creatinine increased, hyperlipermia, hyponatremi lucose tolerance decreased, gout, reaction, ketosis, respiratory alkalosis
Musculoskeletal System:
Frequent myalgia
Infrequent tenosynovitis

are myopathy
Nervous System:
Frequent agitation, extrapyranidal syndrome, tremor, dystonia, hypertonia, dyskinesia, hosiility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia, ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis, diplopia, incoordination, neuropathy
Infrequent paralysis

myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos, reflexes increased, trismus

Respiratory System:
Frequent dysprea
Infrequent prieumonia, epistaxis

Rare hemoptysis, laryngismus
Skin and Appendages:
Infrequent maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatits, comact dermattis, vesiculobullous rash

Special Senses:
Frequent fungal dermattis
Inrequent conjunctivits, dry eyes, timitus, blepharitis, cataract, photophobia

Rare eye hemorrhage, visual field defect, keraits, keratoconjunctivitis

Umgmmlsyslem:

Infrequ impotence, abnormal ejaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urira i male sexual dysfunci i, glycosuria

gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage

6.2 Postmarketing Experience

‘The following adverse reactions have been identified during post approval use of ziprasidone
hydrochloride. Because these reactions are reported voluntarily froma population of uncertain size, it
is not always possible to reliably estimate their frequency o establish a causal relationship to drug
exposure,

Adverse reaction reports notlisted above that have been received since market iniroduction include rare
occurrences of the following;

Cardiac Disorders

‘Tachycandia torsade de poies (nthepresence of liple confouning factrs), See WARNINGS
AND PRECAUTIONs(

Digestive System Disorders
Swollen Tongue;

Reproductive System and Breast Disorders
Galactorrhea, priapism;

Nervous System Disorders

Facial Droop, neurolept (alone or
Ceroomergic mdicne poduck) ardie dyakiests

Psychiatic Disorders
Insommia, maniahypomania;
Skin and Subcutaneous Tissue Disorders

Allergic reaction (such as allergic dermatits, angioedem, orofacial edems, urticaria), rash, Drug
Reaction with Eosinophilia and Systemic Symptoms (DRESS);
Urogenital System Disorders

Enaress, urinary incontinence;

Vascular Disorders

Posuwral hypotersion, syncope.

7 DRUG INTERACTIONS

Drug-drug interactions can be (conbined effects) or
(alteration of plasm levels). The risks of using ziprasidone in combination with other drugs have been
evaluated as described below. All ineractions studies have been conducted with oral ziprasidone.
Based upon the pharmacodynamic and pharmacokinetic profile of ziprasidone, possible interactions
could be anticipated:

7.1 Metabolic Pathway
Approximately two-thirds of ziprasidone is metabolized via a combination of chemical reduction by
glutathione and enzymatic reduction by aldehyde oxidase. There are o known clinically relevant
inhibitors or inducers of aldehyde oxidase. Less than one-third of ziprasidone metabolic clearance is
mediated by cytochrome P450 catalyzed oxidation.

7.2In Vitro Studies
Aninvitro enzyme inhibition study utilizing human liver microsomes showed that ziprasidone had litle
inhibitory effect on CYPIA2, CYP2C9, CYP2C19, CYP2D6 and CYP3AA, and thus would not likely.
inefere with e metabllsmof drugsprinerily miabolioed by hese ymes. Thre i e poemial
for drug interactions with ziprasidone due to displacement [See CLINICAL PHARMACOLOGY (12.3).

7.3 Pharmacodynamic Interactions

Ziprasidone should ot be used with any drug that prolongs the QT interval [See
CONTRAINDICATIONS (4.1)1.

Given the primary CNS effects of ziprasidone, caution should be used whentis taken in conbination
with other centrally acting drugs.

Because of s potntal for iucing hypoterson, iprasidone my enhance th efects of ceriin
antihypertensive agent

Ziprasidone may antagornize the effects of levodopa and dopamine agonists.

7.4 Pharmacokinetic Interactions

Carbamazepine

Carbamazepine is an inducer of CYP3A4; administration of 200 mg twice daily for 21 days resulied ina

decrease of approxinarely 35% inthe AUC of ziprasidone. This effect may be greater when higher

doses of carbamazepine are administered.

Ketoconazole

Ketoconuole,apoent hibitor f CYPIA, asdose of 400 ng QD fo s days, nceased the AUC
Cmax of ziprasidone by about 35 1o 40%. Other inhibitors of CYP3A4 would be expected to have

Sl fece

Cimeidine
Cimetidine ata dose of 800 mg QD for 2 days did not affect ziprasidone pharmacokinetics.

Antacid

‘The co-administration of 30 mL of Maalox™ with ziprasidone did ot affect the pharmacokinetics of
ziprasidone.

7.5 Lithium

Ziprasidone at a dose of 40 mg twice daily administered concomitantly with lithium ata dose of 450 mg
twice daily for 7 days did not affect the steady-state level or renal clearance of lithium.

7.6 Oral Contraceptives
Invivo studies have revealed no effect of ziprasidone on the pharmacokinetics of estrogen or
progesterone componens. Ziprasidone at a dose of 20 mg twice daily did not affect the

i ethinyl estradiol (0.03 mg) and

levonorgestrel (0.15 mg),

7.7 Dextromethorphan
Consistent with in itro results, a study in normal health howed did ot
alter the metabolism of dextromethorphan, a CYP2DG model substrate, 10 its major metabolite,
destrorphan. There was o siatsicallysignifcat change i the uiary dextonborphaniextorphin

7.8 Valproate
A pharmacokiretic interaction of uprasndum with valproate s unlikely due to the lack of common
metzbolic pathways for the two druy

7.9 Other Concomitant Drug Therapy

analysis of patients enolled i rials has
any clinically meracnom\«m\bemuopme,
Dopranlol, ot lorepan.

7.10 Food Interaction

‘The absolute bioavailability of a 20 mg dose under fed conditions is approximately G0%. The
absorption of ziprasidone is increased up o two-fold in the presence of food [see CLINICAL
PHARMACOLOGY (12.3)]

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

Inaninul studies siprasidone demosuaed developnenal ey, including possibe raogerc

nant
anincreased incidence of feal el hoors s
idney alterations) was observed
atadose of 301 mz/kx/day (3 times the MRHD of 200 mg/day ona mz/m2 basis). There was no evidence
1o suggest hathese developmenal effects were sconday o mieral oiciy. The developnenal o-
effect dose was 10 mg/kg/day (equivalent to the MRHD on a mg/n? basis). In ms, embryofetal mxmly

Tabbis dumu; the pmod oforgamogencs

(decreased fetal weights, observed followi
160 mg/kg/day (0. 5 w08 nmes the MRHD on a mg/m? basis) during DYgamgeﬂ:s\s or throughout
gestarion, but there was no evidence of teratogenicity. Doses of 40 and 160 mg/kg/day (2 and 8 times

e MIRHD ona mgm bassywere associated with maermal sciy. The developmemal mo-effect s
was 5 mg/kg/day (0.2 times the MRHD ona mg/? basis).

here was an cresse i he unber of pups born dead and a decresse i ostal suvival rough he
e daysof lactatonamorg the of springof fenule rts uested during gestaion andlctton with
doses of 10 mg/kg/day (0.5 times the MRHD ona mg/n? basis) or greater. Offspring developmental
el and neurabghaviorl funcional impaent were obsere tdoses of 5 mg gy (0 tmes the
MRITD ona g/t basie) o greder. A nolfect lovel was ot esbliohed or hes effect
There are no adequate and used
uring pregnancy only If the potental benefit fusdfies the potental risk o th fets.
Non-teratogenic Effects
Neonates exposed to antipsychoric drugs, during the third trimester of pregnancy are at risk for
extrapyramidal and/or withdrawal symptoms following delivery. There have been reporis of agitation,
hypertonia, hypotonia, remor, somnolence, respiratory distress and feeding disorder i these neonates
These complications have varied in severity; while in some cases symptoms have been self-limited, in
other cases neonates have required inemsive care unit support and prolonged hospitaization.
Ziprasidone hydrochloride should be used during pregnancy only if the potential benefit justifies the
potental risk to the fetws.

8.2 Labor and Delivery
‘The effectof ziprasidone onlabor and delivery in humars is urknown.

8.3 Nursing Mothers

tis ot its metzboll excreted inh Ik Iuis




women receiving ziprasidone should not breastfeed.
8.4 Pediatric Use
‘The safety and effectiveness of ziprasidone in pediatric patients have not been established.
8.5 Geriatric Use

Of the total number of subjects in clinical studies of ziprasidone, 2.4 percent were 65 and over. No
overall differences were observed subjects and younger
subjects, and other reported clinical experience has not identified differences in responses between the
elderly and younger patiens, but greater sensitivity of some older individuals camot be ruled out.
Nevertheless, the presence of multiple factors that might increase the pharmacodynamic response to
ziprasidone, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting
dose, slower itration, and careful monitoring during the inital dosing period for some elderly patiens.

8.6 Renal Impairment
Because ziprasidone is highly metabolized, with less than 1% of the drug excreted unchanged, renal
impairmentalone is unlikely o have a major impact on the pharmacokinetics of ziprasidone. The
pharmacokinetics of ziprasidone following 8 days of 20 mg twice daily dosing were similar among
subjects with varying degrees of remal impairment (1=27), and subjects with normal reral function,

icating that dosage adjustment based upon the degree of renal impairment is not required. Ziprasidone
is not removed by hemodialysis.

8.7 Hepatic Impairment
As ziprasidone is cleared substantially by the liver, the presence of hepatic impairment would be
expected to increase the AUC of ziprasidone; a multiple-dose study at 20 mg twice daily for 5 days in
subjects (n=13) with clinically significant (Childs-Pugh Class A and B) cirrhosis revealed an increase in
AUC g.13 of 13% and 34% in Childs-Pugh Class A and B, respectively, compared to a matched control
group (n=14). A half-life of 7.1 hours was observed in subjects with cirrhosis compared to 4.8 hours in
the control group.

8.8 Age and Gender Effects
Ina multiple-dose (8 days of treatmen) study involving 32 subjects, there was o difference in the

of aprasidone| women or (65 years) and young (18
evlustonof paets inconroled wials

s rovesled o evidence of e
pharmmmmcsnu.pras.am Dosage modificatons (o age nrgemerare herefore ot

8.9 Smoking
Based onin vitro studies uilizing human liver enzymes, ziprasidone is not a subsirate for CYP1A2;
smoking should therefore not have an effect on the pharmacokinetics of ziprasidone. Consistent with
these invitro results notrevealed

pharmacokinetic differences between smokers and nonsmokers.

9 DRUG ABUSE AND DEPENDENCE

9.3 Dependence
Ziprasidone has not been systematically studied, in animals or humans, for its potential for abuse,
tolerance, or physical dependence. While the clinical tials did not reveal any tendency for drug-
seeking behavior, these observations were not systematic and it s not possible (o predicton he basis of
this limited experience the extent to which ziprasidone will be misused, diverted, and/or abused once
marketed. Consequently, patients should be evaluated carefully for a history of drug abuse, and such
patients should be observed closely for sigas of ziprasidone misuse or abuse (e.g., development of
tolerance, increases in dose, drug-seeking behavior).

10 OVERDOSAGE

10.1 Human Experience
In premarketing trials involving more than 5400 patients and/or normal subjects, accidertal or intentional
overdosage of oral iprasdone was documened in 10 patiens, Al of these pates survived withot
sequelae. Inthe patient taking the 1, 3,240 mg, the only symptoms reported were
minimel sedation, slurring of speech, and transitory hypen.smmn(ZDD/B.v)

Adverse reactions reported with ziprasidone overdose included extrapyramidal symptoms, somnolence,
wemor, and anxiety. [see ADVERSE REACTIONS (6.2)]

10.2 Management of Ovudnsage

Incase of and ensure adequate
Vetaion tovenossscees shoutd be exeblahed 0 gastric lavage (after inubation, if patient is
unconscious) and administration of activated charcoal together with a laxative should be corsidered.
“The possibility of obundation, seizure, or dystonic reaction of the head and neck following overdose
may create a risk of aspiration with induced emesis.

Cardiovascular monitoring should commence immediately and should include Comnis
clctrocardlograghic moritoring o detec possible aehythmas. I axiarehyth
adninistered, disopyramide, procainanide, and quiridine carry a theoretical s o whinse qQr-
Drolonging eifects that might be addve s hose of sprasdore.
Hypotension and circulatory collapse should be treated with appropriate measures such as intravenous
luids. 1f sympathomimetic agenss are used for vascular support, epinephrine and dopamine should not
be used, since bet: with o withalprasidone ey worsen
hypotersion.Similarly. it s reasorable o expect that he alpha-adrenergic-blocking properties of
bretylium might be additive to those of llpraﬂdnm resulting in problemaic hvpmrmmn

Incases of severe adninistered. There
i5 o speitic anidote to ipasidone, ond 1t s ot dalyale. The posaIbIiy of muldple g
involvement should be considered. Close medical supervision and monitoring should continue until the
patient recovers.

11 DESCRIPTION

Ziprasidone hydrochloride is available as capsules (ziprasidone hydrochloride) for oral administration.
Ziprasidone is a psychotropic agent thatis chemically unrelated to phenothiazine or butyrophenone
antipsychotic agens. Ithas a molecular weight of 412.94 (free base), with the following chemical

name: 5-[2-[4-(1,2-benisothiazol-3-y1)-1-piperazin lethy1 1-6-chloro-1,3-dihydro-2H-indol-2-one. The
empirical formla of Ca;HayCINOS (free base of ziprasidone) represents the following structural
formul,

Ziprasidone by sal o sipasidoe
Clenically, ziprasidone hydrochlunde monohydrae s 5-2-{4-(, ) hevmsomzwlr 3
o The
Cmpiricl formla 5 Ca it CINGOS + HOI + 0 a6 mleculr welghtis 467.42. ipraicone
hydrochloride monohydrate is a white to slightiy pink powder.
ne hydrochloride capsules are supplied for oral administration in 20 mg (blue/white), 40 mg

(hlue/bluz) 60 mg (white/white), and 80 mg (blue/white) capsules. Ziprasidone hydrochloride capsules
Comainipeasdone hyrochlorde manohydrat, Ictose momohydrate pregelainyed e srch, and
magnesium stearate. The gelatin cap and body contains FD & C blue #1, FD & C red #40, gel

i bropyiene slyeol and

shellac

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechansmo sclon of lraskdone, s with other drugs having efiacy Inschiaopirena s
unknown. However, it has that this drug’s efficacy

acombination of dopamine type 2 (D) and serotonin type 2 (SHT) antagonism.

122 Pharmacodynamics
Ziprasidone exhibited high in vitro binding affinity for the dopamine D and Ds, the serotonin SHT 25,
SHTc, T 1, SHT . and al-adrencrgic receptors (K of 48,72, 04,13,34.2 0 10 M.
respecively),ad moder ity foe e bistaioe Hy receptr (47 o, Zprasidone fnconed

D, SHT;, and SHT. ] ihe SHT ) receptor
Tipasidone ibibited svaapic reupiake of erotominan prepinephie. No appreciableafinty was
exhibited for other receptor/ binding sites tested, including the cholinergic muscarinic receptor (ICso
>1 M), Antagonismat receptors other than dopamine and SHT with similar receptor affinities may
explain some of the other therapeutic and side effects of ziprasidone. Ziprasidone's anagonismof
histamine Hy receptors may explain the somnolence observed with this drug. Ziprasidone's antagorism
of -adrenergic receptors may explain the orthostatic hypotension observed with this drug.

12.3 Pharmacokinetics
Oral Pharmacokinetics

Ziprasidone’s activity is primarily due to the paren drug. The multiple-dose pharmacokinetics of
ziprasidone are dose-proportional within the proposed clinical dose range, and ziprasidone
accumulation s prediciable with muliple dosing. Elimination of ziprasidone is mainly via hepatic
metabolism with a mean te -life of about 7 hours within the proposed clinical dose range.
Steady-state concentraions are achieved within one (0 three days of dosing. The mean apparent
systemic clearance is 7.5 mL/minkg. Ziprasidone is unlikely (o interfere with the metabolismof drugs
metabolized by cytochrome P450 enzymes.

Absorption:

Ziprasidone is well absorbed after oral reaching peak plasma

hours. The absolute bioavailability of a 20 mg dose under fed conditiors is approximately 60%. The
absorption of ziprasidone is increased up to two-fold inthe presence of food.

Distribution:

Ziprasidone has a mean apparent volume of distribution of 1.5 Lk Itis greater than 99% bound to

did ziprasidone alter the binding of these drugs in human plasma. Thus, the porential for drug
interactions with ziprasidone due to displacement is minimal.
Metabolism and Elimination:

Ziprasidone is extersively metabolized after oral admiristration with only a small amount excreted in the
urine (<1%) or feces (<4%) as unchanged drug, Ziprasidone is primarily cleared via three metabolic
routes to yield four major circulating metabolites, berwisothiazole (BITP) sulphoxide, BITP-sulphore,
ziprasidone sulphoxide, and S-methyldihydroziprasidone. Approximately 20% of the dose is excreted
inthe urine, with approximately 66% being eliminated in the feces. Unchanged ziprasidone represents
about 44% of total drug-related material in serum. In vitro studies using human liver subcellular
fractions indicate that S-methyldihydroziprasidone s generated in two steps. These studies indicate that
the reduction reaction is mediated primarily by chemical reduction by glutathione as well as by
enzymatic reduction by aldehyde oxidase and the subsequent methylation is mediated by thiol
methyliransferase. In viro studies using human liver microsomes and recombinant enzymes indicae that
CYP3A4 is the major CYP coniributing to the oxidative metabolism of ziprasidone. CYP1A2 may
contribute (0 a much lesser extent. Based on in vivo abundance of excretory metabolites, less than one-
‘mediated by cytochrome P450 catalyzed oxidation and
approximately two-thirds via reduction. There are no known clinically relevant inhibitors or inducers of
aldehyde oxidase.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinngmm

were conducted Long Evans rats and CD-1 mice.
Lpras.dm \was acmiiStered or 24 months i th die a dose of 2,6, 0 12 mgg/day 0 ra, x50,
100, or 200 mg/kg/day to mice (0.1t 0.6 and 1 to 5 times the maximum recommended human dose
[MRHD] of 200 mg/day on a mg/n? basis, respectively). I the rat study, there was no evidence of an
increased incidence of tmors compared to controls. In male mice, there was no increase in incidence of
tumor relatve 0 controls. Infele mice here were dose-telted icreases n he ncidences of
pituitary gland ad atall doses tested (50 to
200 mg/kg/day or 110 5 times the VRHD ons g basio). Proliferatve changes nhe ity and
mamry glands of todess have been observed ollowing chronic adminisatono other andpsychotc
agents and diated. Increases observedina -




month dietary study in female, but not male, mice at 100 and 200 mg/kg/day (or 25 and 5 times the
MRHD ona mgi basis). Ziprasidone had o effect on serum prolactin n rats ina 5-week dietary study
atthe doses that were used in the carcinogencity study. The relevance for human isk of the findings of
prolactin-mediated endocrine tumors in rodens is unknown [see WARNINGS AND PRECAUTIONS
512)]

Mutagenesis
prasidone s tesed nthe Ames bacteial muaionassay e nito mammwlancell gere miion
e lymphoma assay, and the

Ui ChroMosomal hérraon assa infouse bone ParTow. There was  reproduciole miagenic
response inthe Ames assay in one strain of . typhimuriumin the absence of metabolic activation.
Positve resuls were abained inboth e n o i cell e maion sy ad o nvioo
somal aberration assay in human lymphoc,
Impairment of Fertilty
Ziprasidone was shown to increase time to copulation in Sprague-Dawley rats intwo fertility and early
embryonic development studies at doses of 10 to 160 mg/kg/day (0.5 to 8 times the MRHD of 200
mg/day ona mg/m basis). Fertilty rate was reduced at 160 mg/kg/day (8 times the MRHD ona mg/n?
basis). There was no effect on feriility at 40 mg/kg/day (2 times the MRHD ona mg/i? basis). The
effect on fertility appeared to be in the female since ferdlity was not impaired when males given 160
mg/kg/day (8 times the MRHD ona mg/m? basis) were mated with untreated females. Ina 6-monih study
inmale rats given 200 mg/kg/day (10 times the MRHD ona mg/m? basis) there were no treatmeni-related
findings observed in he testes.

14 CLINICAL STUDIES

14.1 Schizophrenia
‘The efficacy of oral ziprasidone in the treatment of schizophrenia was evaluated in 5 placebo-
controlled studies, 4 short-term (4- and 6-week) tials and one maitenance trial. Al trials were in adult
inpatients, most of whom met DSM 111-R crieria for schizophrenia. Each study included 20 3 fixed
doses of ziprasidone as well as placebo. Four of the 5 trals were able t distinguish ziprasidone from
placebo; one short-termstudy did not. Although a single fixed-dose haloperidol arm was included as a
comparaiive treatmentin one of the three short-term rials, this single study was inadequate 10 provide a
reliable and valid comparison of ziprasidone and haloperidol.

Several instruments were used for assessing psychiatric signs and symptoms in these studies. The Brief
Paycharic Raing Scle (BPRS) ad the Poskiveand Negaive Synrone Scle (PANSS) e both

ral sed (0 evaluate the effects of drug
weament nschizophreni, The BPRS psychosis cluser (Comeptal dsorganizaion hallucimtory
ind unusual s considered a particularly useful subset for

assessmg ethvly povehotic schizophrenic patiots, A second widely ted sssesoren, he Chical
Global Impression (CGI), reflects the impression of a skilled observer, fully familiar with the
manifestations of schizophrenia, about the overall clinical state of the patient. Inaddition, the Scale for
Assessing Negative Symptoms (SANS) was employed for assessing negative symptoms in oe trial.
‘The results of the oral ziprasidone trials in schizophrenia follow:
* Inad-week, placebo-conirolled wial (n~139) comparing 2 fixed doses of ziprasidone (20 and 60 mg
twice daily) with placebo, only the 60 mg dose was superior o placebo on the BPRS total score and
the CGl severy score. This hgher dose group was ot superor 1 placebo onthe BPRS prychosis
cluster or onthe S
Ina 6-week, placebo controlled rial (n=302) comparing 2 fixed doses ofsprasidone (40 and 0 mg
twice daily) with placebo, both dose groups were superior to placebo onthe BPRS total score, the
BPRS poychosis Custer, he COT severityscore and e PANSS toal and megative subscale scores.
Although 80 mg twice daily had a mumerically greater effect than 40 mg twice daily, the difference
was not satistically significant.
Ina 6-week, placebo-controlled trial (n=419) comparing 3 fixed doses of ziprasidone (20, 60, and
100 mg twice daily) with placebo, all three dose groups were superior {0 placebo onthe PANSS
toal score, the BPRS total score, the BPRS psychosis cluster, and the CGI severity score. Only the.
0 mg twice daily dose group was superior (o placebo on the PANSS negative subscale score.
There was no clear evidence for a dose-response relationship within the 20 mg twice daily to 100
mg twice daily dose rang
Ina d-week placebo-controlled trial (n=200) comparing 3 fixed doses of ziprasidone (5, 20, and 40
mg twice daily), none of the dose groups was statstically superior to placebo on any outcome of
interest.
A study was conducted instable chronic or subchronic (CGI-5:2 5 at baseline) schizophrenic
inpatients (1=294) who had been hospitalized for not less than two months. After a 3-day single-blind
placebo rum-in, subjects were randomized to one of 3 fixed doses of ziprasidone (20 mg, 40 mg, or
80 mg twice daily) or placebo and observed for relapse. Patierts were observed for "impending
peychorie relapc. defined as CGlimprosenent sore of2  (much worse or very mich worse)

(moderately hosiility s of the PANSS on
o consecutive days. Ziprasidone was signfcanly superlor o placebo n ime 1o relapse, with
oups. There were 0 examine

based onage and race. did not
reveal any differential responsiveness.

16 HOW SUPPLIED/STORAGE AND HANDLING
Ziprasidone hydrochloride capsules are available as:
Ziprasidone hydrochloride capsules, 20 mg are size '4'caj
opaque body, imprinted axially with “LU" on cap and "V51"
o pinkish granular powder.

NDC 68180-331-07 Botiles of 60's

les with dark blue opague cap and white
nbody in black ink, containing off-white

Ziprasidone hydrochloride capsules, 40 mg are size 4" capsules with dark blue opaque cap and dark
bl opaque body,iprinted aially with"LU" oncap and V52" o body I black n, contalning of-
white to pinkish granular pow

NDC 68180-332-07  Botdes of 60's

Ziprasidone hydrochloride capsules, 60 mg are size
opaque body, imprinted axially with "LU" on cap and
o pinkish granular powder.

NDC 68180-333-07 Bottles of 60's

Ziprasidone hydrochloride capsules, B0 mg are size
opaque body, imprinted axially with "LU" on cap and
o pinkish granular powder.

NDC 68180-334-07 Botiles of 60's

apsules with white opague cap and white
'V53" onbody inblack ink, containing off-white

apsules with dark blue opague cap and white
V54 on body in black ink, containing off-white

drochloride capsules should be stored at 25°C (77°F); excursions permitted to 15° o
30°C (39° 1o 86°F) [See USP Controlled Room Temperature],

Maalox™ is a registered wademark of Novartis.

17 PATIENT COUNSELING INFORMATION
‘See FDA-Approved Patient Labeling (17.4).

Please refer to the patient package insert. To assure safe and effective use of ziprasidone
hydrochloride capsules, the information and instructions provided in the patient information should be
discussed with patiers.

17.1 Adminis ration with Food
Patiens should be instructed to take ziprasidone hydrochloride capsules with food for optimal

absorption. The absorption of ziprasidone is increased up to two-fold in the presence of food [see
DRUG INTERACTIONS (7.8) and CLINICAL PHARMACOLOGY (12.3)]

17.2QTc Prolongation
Patients should be advised to inform their health care providers of the following: History of QT
prolongation; recent acute myocardial infarction; uncompensated heart failure; prescription of other

ugs that have demonstrated QT prolongation; risk for sigificant electrolyte abrormaities; and history
of cardiac arrhythmia [see CONTRAINDICATIONS (4.1) and WARNINGS AND PRECAUTIONS (5.2)].
Patients should be instructed to report the onset of any conditions that put themat risk for signficant
electiolye disturbances, hypolalenia inparticular, includig but ot limied o e o o durrc
therapy or . Inaddition, 1d be instructed
dizziness, palpitations, or syncope to the prescriber e WARNINGS AND PRECAUTONS & 2)7

17.3 Severe Cutaneous Adverse Reactions

Patients should be instructed o report o their health care provider at the earliest onset any signs or
symptoms that may be associated with Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS) or with severe cutancous adverse reactions, such as Stevens-Johnson syndrome [see
WARNINGS AND PRECAUTIONS (5.4)].

Manufactured for
Lupin Pharmaceuticals, Inc.

Baltimore, Maryland 21202

United States

MADE IN INDIA

Revised: November 2015 ID#: 243138

17.4 FDA-Approved Patient Labeling

PATIENT SUMMARY OF INFORMATION ABOUT

Ziprasidone Hydrochloride (zi pras’ i done hye” droe Klor’ ide) Capsules

Rxonly

Information for patients taking ziprasidone hydrochloride capsules or their caregivers

{Thissunmary cortains important informaon sboutprsidone ydvochlorde capules. s ot meant
place of your doctors instructions. Read this information carefully before you take

Siprasidont hydrochioride capsles A<k your docto o pharacio 1 you do ntundersandany o s
information or if you want to know more about ziprasidone hydrochloride capsules.

What Is Ziprasidone Hydrochloride?

Ziprasidone atype of also knownas an
apical anipoychotic. Ziprasidone hydhochloide canbe wsed 0 reat SIS 0F SChizop et
Who Should Take Ziprasidone Hydrochloride Capsules?

Only your doctor can kiow if ziprasidone hydrochloride capsules are right for you. Ziprasidone
hydrochloride capsules may be prescribed for you if you have schizophrenia

Symptoms of schizophrenia may include:

© hearing voices, sceing things, or sensing things that are not there (hallucinations)

« beliefs thatare not true (delusions)

o unusual suspiciousness (paranoia)

« becoming withdrawn from family and friends

1 you show a resporse to ziprasidone hydrochloride capsules, your symptoms may improve. If you
continue 10 take ziprasidone hydrochloride capsules there is less chance of your symptoms returring.
Do mt stop taking the capsules even when you feel better without first discussing it with your doctor
also important o remember that ziprasidone hydrochloride capsules should be taken with food
What s the most important safety information I should know about ziprasidone hydrochloride?
one hydrochloride s ot approved o th teatment of patents with dementivrelated
Elderly patients with a diagnosis of psychosis related to dementia treate
ics are ot an increased rok o death when compared (o pants who are reated with
Dlacebn (3 Sugar pl).
Ziprasidone hydrochloride is an effective drug to treat the symptoms of schizophrenia. However, one
potental sice emu i that it may change the way the electrical current in your heart works more than
some oterdrugs. The change s small and i ot loown whether Ui will be harmful, but some other
g thtcause s K of hange have I fare cases caused dangerous hart Thyhmdbnormalie.
Because of hi, sprasidoe hyhochionde should be sed only afer vour doctr ha comsiderd s
TiokTor riprasidone hydrochlonde against he risks and bonefs of oher medicatons availabl for
weating schizophrenia.
Your risk changes in canbe i if you are taking certain other
medicines and if you already have certain abnormal heart conditions, Therefore, itis important to
tell your doctor about any other medicines that you take, including non-prescription medicines,
supplements, and herbal medicines.
have or have had.
Who should NOT take Ziprasidone Hydrochloride Capsules?
Elderly patierss with a diagnosis of psychosis related to dementia. Ziprasidone hydrochloride capsules,
are not approved for the treatment of these patients.
Anything that the chance of a heart be avoided. Therefore, do
not take ziprasidone hydrochloride capsules if:
* Youbave cerainheart diseses, or exanple, ong QT sydrone, a recenheatatack. sevre heart
failure, o certain rregularities of heart thythm (discuss the specifics with your doctos
You are currently taking medications that should not be taken in combination with zmmsmom for
exanple, dofetilide, sotalol, quinidine, other Class Ia and I1l ami-arthyhmics, mesoridazire,
thioridazine, chlorpromazine, droperidol, pimozide, sparfloxacin, gaifloxacin, moxifloxacin,
halofanirine, me floguine, pertamidine, arsenic trioxide, levomethady acetate, dolasetron mesylate,
probucol or tacrolimus.

What To Tell Your Doctor Before You Start Ziprasidone Hydrochloride Capsules



Only your doctor can decide if ziprasidone hydrochloride capsules are right for you. Before you start
ziprasidone hydrochloride capsules, be sure t tell your doctor if you:

have had any problem with the way your heart beats or any heart related illness or disease

any family history of heart disease, including recent heart atack

have had any problem with fainting or dizziness

are taking or have recently taken any prescription medicines

are taking any over-the- you canbuy including,
natural/herbal remedies

have had any problems with your liver

are pregnant might be pregran, o plan o get pregnant

are breast feeding

are allergic to any medicines

have ever had an allergic reactionto ziprasidone or any of the other ingredients of ziprasidore
hydrochloride capsules. Ask your doctor or pharmacist for a list of these ingredients

« have low levels of potassium or magnesiumin your blood

‘Your doctor may want you o gelzddmnnal Taboratory tests to see if ziprasidone hydrochloride capsule

is an appropriate treatment for

Ziprasidone Hydrochloride n..a Other Medicines

‘There are some medications that may be unsafe to use when taking ziprasidone hydrochloride, and there

are some medicines that can affect how well ziprasidone hydrochloride works. While you are on

ziprasidone hydrochloride, check with your doctor before starting any new prescription or over-the-
unter medications, including natural herbal remedies.

How To Take Ziprasidone Hydrochloride Capsules

Take ziprasidone hydrochloride capsules only as directed by your doctor.

Swallow the capsules whole.

‘Take ziprasidone hydrochloride capsules with food.

Itis best o take ziprasidone hydrochloride capsules at the same time each day.

Ziprasidone hydrochloride capsules may take a few weeks to work.Itis important to be paten.

Do mot change your dose or stop taking your medicine without your doctor's approval.

Remenber (o keep taking your capsules, even when you feel better.

Possible Side Effects
Because these problems could mean you're having a heart thythm abnormality, contact your doctor
IMMEDIATELY if you:

« Faintor lose consciousness

* Feel achange inthe way that your heart beas (palpitations)

Commanside efects o iprasidone hydrochloride incude he folowing and shoud als be discussed
with your doctor if they oc
Feeling unusually nred orsleepy
Nausea or upset stoma
Constipation
Dizziness
Restlessness
Abrormal muscle movemenss, including tremor, shuffling, and uncontrolled involuntary movements
Diarthea

1 you develop any side effects that concern you, talk with your doctor. Itis particularly inportant o tell
‘your doctor if you have diarrhea, vomiting, or another illness that can cause you to lose fluids. Your

loctor may want to check your blood to make sure that you have the right amount of important salts after
such illesses.

Ras|
Increased cough / rumny nose

Forallstofal sidecifects hat b been reported askyourdoctor o parmcis fo the ziprsidone
hydrochloride capsules Professional Package Inse

What To Do For An Overdose

Incase of an overdose, call your doctor or poison control certer right away or go to the nearest
emergency room.

Other Important Safety Information

Aserious neurolepi all antipsychotic
medications including ziprasidone hydrochloride. Sigrs of NMS include very high fever, rigid
muscles, shaking, confusion, sweating, or increased heart ate and blood pressure. NMS is a rare but
serious side effect that could be fatal

Therefore, tell your doctor if you experience any of these signs.
layed-onset drug d systemic symptoms (DRESS)
Camoccr with spresdone. S of DRESS may nclue raoh fever,and swollen mph podes. Oher
evere cutaneous adverse reactions (SCAR), such as Stevens-Johnson syndrome can occur wi
ziprasidone. Signs of Stevens-Johnson syndrome may include rash with blisters which could mclude
ulcers inmouth, skin shedding, fever and target-like spots in the skin. DRESS and other SCAR ar
sometines faal;hrefore ] your docrorinmedistely ifyou expeience any of these sgre
Adverse reactions related (0 high & serious, have
in patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or
iabetes in patients treated with ziprasidone hydrochloride, and itis not known if ziprasidone
Bydchlorid s sssoclued wih Cese reaclons. Paess st it an syl anipsychote shonld
nitored for sympoms of hyperglycemia.
Dizziness caused by a drop in your blood pressure may occur with ziprasidone hydrochloride,
especially when you first sart aking this medication or when the dose is increased. If this happers, be
careful not to stand up 100 quickly, and talk o your doctor about the problem.
Before aking ziprasidone hydrochloride capsules, tell your doctor if you are pregnant or planon
ng pregnant It is advised that you donit reast feed an infant f you are taking ziprasidone
hydrochloride capsules.

p pivess, be careful machinery or
driving amotor vehicle.

Since medications of the same drug class as ziprasidone hydrochloride may inerfere with the ability of
the body o adjust to hea, i 0 avoid situations involving high temperature or humidity.

Itis best 1o avoid consuning alcoholic beverages while taking ziprasidone hydrochloride capsules.
Call your doctor immediately if you take more than the amount of ziprasidone hydrochloride capsules
prescribed by your doctor.

Ziprasidone hydrochloride capsules have not been shown o be safe or effective in the treatment of
idrenand feenagers underthe age of 18 years old.

 all medicines out of the reach of children.
How To Store Ziprasidone Hydrochloride Capsules

Store ziprasidone hydrochloride capsules at room temperature (39° o 86°F or 15° to 30°C).
For More Information About Ziprasidone Hydrochloride Capsules

‘This sheetis only a summary. Ziprasidone hydrochloride capsules are a prescription medicine and orly
your doctor can decide if itis right for you. If you have any questions or want more information about
ziprasidone hydrochloride capsules, talk with your doctor or pharmacis, address medical related
queries 10 ww call

Manufactured for
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United States

MADE IN INDIA|
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ZIPRASIDONE HYDROCHLORIDE
ziprasidone hydrochioride capsule

Product Information
ProductType HUMAN PRESCRITION DRUG.

Route of Administration oRaL

Active Ingredient/Active Moiety.

Ingredient Name

lem Code (Source)  NDCs7297-021

Basis of Strength Strength
W

Inactive Ingredients
Ingredient Name

FDACBLUENO. 1 (UNIE FSRATKSTED)

FDACRED NO. 40 (UNT:WZ59127X04)

GELATIN (UNI 2Ga5QN327L)

SHELLAC (UNIE 46N1078710)

~POTASSIUM HYDROXIDE (UNI: WZHICA8NT)

LACTOSE MONOHYDRATE (UNI: ENQS7Q85X)

MAGNESIUM STEARATE (UNI: 0037V6150)

PROPYLENE GLYCOL (UNIE 6DC5Q167V3)

TITANIUM DIOXIDE (UNI: 15559 ¥236)

STARCH, PREGELATINIZED CORN (UNIL 08292NY351)

Product Characteristics
BLUE (dark e opaque cap and whie opaque boy)
(CAPSULE (Capsule Shape)

Package Description

Marketing Information

Strength

Marketing Start Date - Marketing End Date.

ANDA ANDADTS60

Marketing End Date
osz00

ZIPRASIDONE HYDROCHLORIDE
ziprasidone hydrochloride capsule

Product Information
ProductType
Route of Ad

HUMAN PRESCRITION DRUG

mistration oRAL

Active Ingredient/Active Moiety

Ingredient Name

lem Code (Source)  NDC7297-332

Basis of Strength Strength
wmg

Inactive Ingredients
Ingredient Name

FDAC BLUENO. 1 (UNI HRITRSTED)

FDAC RED NO. 40 (UNI: W289127X04)

GELATIN (U 2660N271)

SHELLAG (N 2651070710)

POTASSIUM HYDRONIDE (LN WZEBCA0WT)

LACTOSE MONOMYDRATE (UNIEWQ70815%)

STARCH, PREGELATINIZED CORN (UNIL 08292NY351)
FERROSOFERRIC OXIDE (UNI: XNOVS F357)

Product Characteristics
BLUE (Duk blue opaaue cap and dark bl opacue bodsy)
CAPSULE (Capsule Shape)

Strength

Score a0 score
sine s5mm

ImpriniCode  LUNS

Pac
4 ltem Code Package Description Marketing Start Date  Marketing End Date
1 Noc: “om

Marketing Information

ZIPRASIDONE HYDROCHLORIDE

ziprasidone hydrochioride capsule
Product Information
ProductType HUMAN PRESCRITION DRUG Mem Code (Source)  NDC57207.333
Route of Administration onaL
Active Ingredient/Active Moiety.
Ingredient Name Basis of Strength Strength
ZPRASDONE 60 mg
Inactive Ingredients
Ingredient Name Strength

‘GELATIN (LN 2Ga5QN327L)
SHELLAC (UNIE 46N1076710)

POTASSIUM HYDROXIDE (UNI: WZHICAINT)
LACTOSE MONOHYDRATE (UNIL ENQS7Q85X)
MAGNESIUM STEARATE (UNI: 0037V6150)
PROPYLENE GLYCOL (UNI: 6DC5Q157V3)
TITANIUM DIOXIDE (UNI: 15739 ¥236)

STARCHL PREGELATINIZED CORN (UNIL 08292NY351)




FERROSOFERRIC OXIDE (UNI: XNOVS F357)

WHILE (e opaque cap sad whic opague bods)
(CAPSULE (Capse Shape)

1 NDC:7207.33307 60 In 1 BOTTLE: Type 0: Nota Combinatan Product

BLUE (Dark blue opaque cap nd whie apaqe body)
CAPSULE (Capsule Shape)

Lun 77600414 TAMIACKI(S7207-531, 57297972, 57297473, 57297-334)  pack(37297-331, 57297.332, 57297
Lnien. 33957297339

452y PAMOCUIe(S7207-331, 72072, 72743, 7287-334)  pack(ST297-231, 57297332, 57297
D 33957297330

Revied: 212016 LUPINLIMITED.
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