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¢DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

TRANSMITTED BY FACSIMILE

Ms. Rita A. Wittich

Vice President, Worldwide Regulatory Strategy
Regulatory Affairs

Pfizer, Inc.

235 East 42™ Street

New York, New York 10017-5755

Re: NDA 20-825
Geodon (ziprasidone HCl)
MACMIS # 10790

Dear Ms. Whttich:

Through routme monitoring and surveillance, the Division of Drug Marketing, Advertising, and
Communications (DDMAC) has identified promotional materials (GZ102859, GZ102857) for
Geodon (ziprasidone HCI) that are in violation of the Federal Food, Drug, and Cosmetic Act and
applicable regulations. In addition, DDMAC has identified misleading oral statements regarding
Geodon at Pfizer’s promotional exhibit booth at the annual meeting of the American Psychiatric
Association (APA) held in Philadelphia, Pennsylvania in May 2002.

Specifically, DDMAC objects to the following claims and representations:

Promotional Materials

L. Pfizer Inc. (Pfizer) has promoted Geodon in a manner that is misleading and lacking fair balance
because it minimizes the important risk information regarding the greater capacity of Geodon to

cause QT prolongation, and the potential to cause torsade de pointes-type arrhythmia and sudden
death, For example, DDMAC objects to the following claims by Pfizer:

No torsade de pointes

A rare incidence of a QTc interval >500 msec

A well-characterized ECG profile

Postmarketing experience ... consistent with the Geodon clinical trial database

These statements, isolated out of context by bulleting, headlining, or other means, are misleading
because they suggest that Geodon is safer than has been demonstrated by substantial evidence.
The Indications and Usage section of the approved product labeling (PI) for Geodon states that
ziprasidone has a “greater capacity to prolong the QT/QTc interval compared to several other
antipsychotic drugs” and that this effect “is associated in some other drugs with the ability to
cause torsade de pointes-type arrhythmia, a potentially fatal polymorphic ventricular tachycardia,
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and sudden death. Whether ziprasidone will cause torsade de pointes or increase the rate of
sudden death is not yet known.” Furthermore, the bolded warning of the PI discusses the concern
regarding QT prolongation, torsade de pointes, and the risk of sudden death, including the fact
that although torsade de pointes has not been observed in pre-marketing studies, “experience is
too limited to rule out an increased risk.”

In addition, the bolded warning emphasizes the uncertainty regarding the ECG profile that may
result from treatment with Geodon, as the association of QT prolongation and sudden death
resulting from torsade de pointes is difficult to observe. Finally, the claim that post-marketing
experience is consistent with the clinical trial database implies that there is no risk of torsade de
pointes and sudden death with Geodon when, in fact, data are very limited. Pre-marketing and
post-marketing exposure is insufficient to allow a conclusion that torsade de pointes will not
occur. Further, FDA has received several spontaneous reports of QT prolongation greater than
500 msec, all indicative of a potential risk of this arrhythmia. There are also reports of sudden
death where the cause of death is not known, but could represent torsade de pointes even if
unrecognized. In sum, it is premature to conclude that Geodon does not present any risk of
torsade de pointes.

The brochure ID# GZ102859 presents these statements in the center of the back page (see also
page 12) under the blue headlines “A well-characterized ECG profile” and “Postmarketing
experience.” A bolded paragraph regarding the association of QT prolongation and torsade de
pointes i other drugs is found at the bottom of the page. Although this paragraph correctly
acknowledges that Geodon has a greater capacity to prolong the QT interval than several
antipsychotics, it states that “in some other drugs” QT prolongation has been associated with
torsade de pointes, implying that this is not a concern with Geodon. There is no mention that there
1s a specific concern with Geodon because the pre-marketing experience and post-marketing
experience to date is too limited to rule out this risk. Thus, this presentation is misleading because
it claims that there is no torsade de pointes when this has not been demonstrated by substantial
evidence and because it fails to accurately disclose the risk.

The brochure ID# GZ102857 focuses on the effects of Geodon on the ECG profile and
prominently displays the misleading statements listed above. The overall presentation of the four-
page brochure minimizes concerns regarding Geodon’s effect on cardiac arrhythmia and sudden
death. In addition, the risk information is not presented with a prominence and readability that is
reasonably comparable to the presentation of how “well-characterized” the ECG profile is for
Geodon. Finally, the brochure fails to communicate that experience with Geodon is too limited to
rule out the risk of torsade de pointes and sudden death.

Oral Representations

At Pfizer’s promotional exhibit booth (entitled “The Geodon Challenge”™), representatives engaged in
violative promotional activities and disseminated violative promotional material. Specifically, during
a review of participant responses to a 12-question “knowledge” test for Geodon (ID# GZ1 10396),
Pfizer representatives minimized important risk information regarding the greater capacity of Geodon
to cause QT prolongation and the potential to cause sudden death, and misrepresented Geodon as
having antidepressant effects similar to the selective serotonin reuptake inhibitors (SSRIs).
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Furthermore, several questions on this “test” are misleading. Examples of false or misleading claims
in the promotional materials and oral representations include the followin g

¢ One question (Question #6) states that “Geodon has a well-characterized ECG profile with: no
torsade de pointes in clinical trials, a rare incidence of QTc interval >500 msec, no confirmed
cases of torsade de pointes in postmarketing experience, and a low incidence of syncope and
seizure.” Two Pfizer representatives at the Geodon Challenge activity stated that all of these
choices were true. One representative stated that “there have been no torsades or deaths” and that
“we have not seen the QT risk that the label talks about.”

® Inone case, the adverse event question prompted a general question regarding receptor
interactions for Geodon. The representative answered that Geodon bound to dopamine,
adrenergic, serotonin, and histamine receptors. The representative then volunteered that Geodon
“has antidepressant effects through SSRI [activity].” This is misleading because Geodon is not
indicated for depression.

To address these objections, DDMAC requests that Pfizer do the following:

1. Immediately discontinue the use of these and any other promotional materials and activities with
the same of similar issues.

2. Respond to this letter within ten days. Your response should include a statement of your intent to
comply with the above, a list of all promotional materials with the same or similar issues, and
your methods for discontinuing these promotional materials.

If you have any questions or comments, please contact the undersigned by facsimile at (301) 594-
6771, or at the Food and Drug Administration, Division of Drug Marketing, Advertising and
Communications, HFD-42, rm. 8B-45, 5600 Fishers Lane, Rockville, MD 20857. DDMAC reminds
you that only written communications are considered official.

In all future correspondence regarding this particular matter, please refer to MACMIS ID # 10790 in
addition to the NDA number.

Sincerely,
{See appended electronic signature page)

Lisa L. Stockbridge, Ph.D.

Regulatory Reviewer

Division of Drug Marketing,
Advertising and Communications




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Lisa Stockbridge
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IN A BROAD SPECTRUM OF PATIENTS... SEE THE DIFFERENCE

B Positive

@d. Symptoms

Al Power to control
positive symptoms
at Weeks 1 and 6°

Negative '
| Symptoms

Power to improve |
negative symptoms A
at Weeks 1 and 6° 17

= . Associated i Risk of Relapse

N Depressive # The only atypical

§ Symptoms Y antipsychotic

| Power to reduce demonstrating
associated _ reduced risk of
depressive relapse at 1 year’
symptoms -
at Week 6° See the difference

A well-characterized ECG profile GE ODON can m&gﬁ’@

* No torsade de pointes |
* A rare incidence of a QT interval »500 msec

Postmarketing experience

* Experience to date generally has been consistent
with the GEODON clinical trial database

Favorable tolerability data: low EPS, prolactin
elevation, and weight-neutral profile

GEODON is indicated for the treatment of schizophrenia.
GEODON has a greater capacity to prolong the QT interval than
several antipsychotics. In: some other drugs, QT prolongation
has been associated with torsade de pointes, a potentially fatal
arrhythmia. In many cases this would lead to the conclusion that
other drugs should be tried first. GEODON is contraindicated in
patients with a known history of QT prolongation, recent acute
myocardial infarction, or uncompensated heart failure, and
should not be used with other QT-prolonging drugs.

Patients at risk for significant electrolyte disturbances should
have baseline measurements performed before initiating |
GEODON, as hypokalemia and hypomagnesemia may increase ‘
the risk of QT prolongation and arrhythmia. Patients on diuretics
should be monitored.

GEODON'
(ziprasidone HCJ pEEODCON

See the difference™ (z[prggjd@ne HCU
Please sea full prescribing information on back pages. . e
‘ See the difference

Pl m Please see full prescribing information on back pages.

,/0_‘3 1%
o ) B Y MNEURQSCIEMCE
GZ102859 © 2001 Pfizer Inc. All rights reserved. Printed in USA/December 2001




GEODON is indicated for the treatment of schizophrenia. GEODON has
a greater capacity to prolong the QT interval than several
antipsychotics. In some other drugs, QT prolongation has been
associated with torsade de pointes, a potentially fatal arrhythmia. In
many cases this would lead to the conclusion that other drugs should be
tried first. GEODON is contraindicated in patients with a known history
of QT prolongation, recent acute myocardial infarction, or
uncompensated heart failure, and should not be used with other
QT-prelonging drugs.

Patients at risk for significant electrolyte disturbances should have
baseline measurements performed before initiating GEQDON, as
hypokalernia and hypomagnesemia may increasé the risk of QT
prolongation and arrhythmia. Patients on diuretics should be monitored.

In short-term trials, the most commonly cbserved adverse events
associated with GEODON at an incidence of 25% and at least twice the
rate of placebo were somnolence (14% vs 7%), respiratory disorders
(8% ws 3%]), of which >90% were cold symptoms or upper respiratory
infections, and EPS (5% vs 1%}

In premarketing trials with GEODON, approximately 5% of patients
developed rash. Of these patients, only 1 out of 6 discontinued therapy
with GEODON due to rash. Most patients improved promptly with
adjunctive treatment with antihistamines or steroids and/or upon
discontinuation.

In short-term trials, some patients experienced orthostatic hypotension
(1%). In premarketing trials, some GEODON patients experienced
syncope {0.6%). Seizures occurred infrequently {0.4%); confounding
factors may have contributed to many of these cases. As with other
antipsychotics, GEODON should be used cautiously in patients with a
history of seizures or with conditions that potentially lower the seizure
threshold. ‘

Please see full prescribing information on back pages.

30% of patients respond poorly to treatment’

Noncompliance rate of 50% at 1 year?

» The side effects from antipsychotics are associated
with medication noncompliance®?

» Medication noncompliance is a key factor refated
to relapse?

High relapse rate per year®

* 25% of treated patients relapse?®

* 70% of untreated/poorly compliant patients relapse®

GEODON'
{ziprosidone HC]

See the difference™




IN A BROAD SPECTRUM OF PATIENTS...

1

* First diagnosed with
schizophrenia 10 years ago

;History

k * Treated with several
conventional antipsychotics
with suboptimal response,
including ongoing residual
positive and negative
symptoms

¢ Placed on an atypical
antipsychotic and showed
some improvement in positive
and negative symptoms

Rea"sg‘_:ihs for
- considering. - -
a switch: 1 .+ #ls il hearing voices

- lnsufﬁcnent occasionally and displays
lmprovement in- ~ signs of suspiciousness
. positive symptoms - = 22% increase in body weight
C-with' reports of vcnoes since staring atypical agent
“and SUSD'C”OUS”QSS ~ * BMl increased to 30

. Increased body

welght and BMI- .

. Elevated cholesterol
and tnglyoendes |

= Current chalesterol 260 mg/dL
and triglycerides 330 mg/dL.

Patients illustrated in these casss are fictional, bui depict those commonly seen
in clinical settings.

BMI=Body Mass Indsx.

Piease see full prescribing information on back pages.

) pos'twe symptoms in the acute phase

SEE THE DIFFERENGE

GEODON vs placeho— Significant symptom
control at Weeks 1 and 6°7

BPRSd Core ltems Scare
Week 1 Week 6

= w

34

Mean change from

baselne (LOCF)
- % o®
Jswaacidw)

]

El Placobo (n=91)
W GEGDON 80 mg'd [n=104)
@l GEQDON 160 mgid (n=103)

“P<0.05
“"Ped.0a1
ILOCF = Las| nbsarvation camed lorward,

A S-waek, double-blind, placeba-controllad, mulicenter study of 302 inpatients wilh an acute
exacerbalion of schizophrenia or schizoafecliva disorder (DSM-IlI-R). Ater a 3- to 7-day washout
period, patients were randomized to receive efther GEODON 80 mg/day on Days 1-41;

80 mg/day on Days 1 and 2, lollowed by 160 mg/day on Days 3-41; or placebo. All GECDON
dases were administered twice daily with food.”

GEODON vs olanzapine—Symptom control
at study endpoint’

BPRS Core Items Score

% <
] 3
=] o
85 3
e =
S = @
= P=NS 3
o @
g s —m— GEODON (n=125) 3

£ == Clanzaping {n=126)

g

= T T T T T T

1 2 a 4 5 H
*LOGF = Last observation carried lorward. Weeaks

A G-week, doutle-bhind, muiticenter study of 269 inpatients with an acurte exacerbation of
schizophrenia or schiroaffecliva disorder (DSM-IV), Patients were randomized lo receive either
GECDON 80 mg/day on Days 1-2, followed by 160 mg/day on Days 3-F; or olanzapine

5 mg/day on Days 1-2, (ollewed by 10 mg/day on Days 3-7. Dasing was fiexibie during Waeks.
2-6 {GEQDON 80, 120 or 160 mg/day; olanzapine 5, 10, or 15 mg/day). The average daily
dose al study med\canon was 129.9 mg/day for GEODON and 11.2 mgday for olanzapine.

All GEODON doses wera administered twice daity with foo

In shart-term trials, 4.1% of GEQDON-treated patients
discontinued treatment due to an adverse event, compared

to 2.2% on placebo, The most common event associated with
discontinuation was rash (1% for GEODON-treated patients
vs 0% for placebo-treated patients).

BPRS =Brief Psychiatdc Rating Scale.

GEODON'
(ziprasidone HC|

See the difference™




IN A BROAD SPECTRUM OF PATIENTS...

History 4J

*» Diagnosed with schizophrenia
5 years ago

e |nitial treatment with
conventional antipsychotics
resulied in improvement in
positive syrnptoms, but little
improvement in negative
symptoms

While receiving conventional
antipsychotics, displayed
severe EPS

Switched to an atypical
antipsychotic, but despite

an increase in dose, negative
symptoms persisted

Family has reported lack of
motivation and less time spent
with friends

.« When the dose of the atypical

© was increased, the patient had
some difficutty sitting still and
showed an increase in other
signs of EPS

Patients ilustrated in these cases ars fictional, but depict those commonly seen
in clinical setlings.

Pleasa see full prascribing information on back pages.

SEE THE DIFFERENCGE

Power to improve negative symptoms

GEODON vs placebo-—Significant symptom
improvement at Weeks 1 and 6°7

PANSS Negalive Suhscale Score
Week 1 Week &

4.2°

Msan changa
from baseline {LOCF?)

Jusweansdy

e Il Piacaba (n=97)
pro001 I GEDDON 80 myfd {n=104)
|LOGF = Last ohservation carned forward. M GEODON 160 mg/d {n=133)

A 6-week, double-bind, placeba-controtied, mullicenter study of 302 inpalignts with an acule
exacerbalion of schizophrenia or schizcaffeclive disorder (DSA-1-5). Afler a 3- to 7-day washout
perod, patients were randomized to receive either GEODON 80 mao/day on Days 1-41;

80 mgfday on Days 1 and 2, followed by 160 mg/day on Days 3-41; or placebo, All GEODON
doses were administered twica daily with food.”

In one B-week study {n=419), & trend toward statistical
significance was demonstrated with the 120 mg/day dose
{P=0.06 at Week 6); statistical significance was not achieved

with the 40 mg/day dose.

GEODON vs olanzapine— Symptom improvement 7
at study endpoint’

PANSS Negative Subscale Scare

S -
o
o0 .g
5= 3
£~ a
S = B
=
=3 ]
T o 4]
=4 P=NS g
E
£
-5 T T T
0 1 3 [

A B-week, double-bind, mullicentar sludy of 269 inpalients with an acute exacerbalion of
schizophrenia or schizoaffeclive disorder (DSM-A). Parients were randomized to receive aither
GEODON 80 mgfday on Days 1-2. followed by 160 mo/fday on Days 3-7; or olanzapine 5 mg/day
on Days 1-2, lollowed by 10 mgsday on Days 3-7. Dosing was flexible during Weeks 2-6
[GEODON 80, 120, or 180 my/day; clanzapine 5, 10, ar 15 mg/day). The average daily dose

of siudy medication was 129.9 mg/day for GEQDON and 11.3 mg/day for clanzapine.

All GECDON doses were adminislered twice daily wilth food.”

GEODON is contraindicated in patients with a known history
of QT prolongation, recent acute myocardial infarction, or
urcompensated heart failure, and should not be used with
other QT-prolonging drugs.

PANSS =Pasilive and Negative Syndrome Scale.

GEODON'
(ziprasidone HC|

See the difference™




IN A BROAD SPECTRUM OF PATIENTS WITH SCHIZOPHRENI

History Q

» Recently diagnosed with
schizophrenia

| « Treated with an atypical agent
far the past 6 months, after
an initial psychotic episode

« Pgychotic symptoms have
stabilized, but over the past
6 weeks she has reported
signs of depression, including:

— sadness

‘Reasons for L T inability to experience
con_denng S pleasure

-« Elevated prolactin levels
recently noted

* Beported persistent menstrual
irreguiarity, as well as
galactorrhea at times

Patients llusirated in these cases are fictional, but depict lhose commonly seen
in clinical settings.

Please see full prescribing information on back pages.

SEE THE DIFFEFIENCE

assoc:ated depressme symptoms

GEODON vs placebo—Significant symptom
improvement by Week 6°

MADRS
Ee ’ - -
£ - :
89 . 3
- —2.49 a1 &
S £ Placebo GEODON 2
ga n=54) 80 mg/d 2
28 (n=56)
—7.5"
GEQDON
‘peags 160 mg/d
1LOCF = Last obsorvaticn carried forward. (N=586)

A B-week, double-biind, placebo-conlrolled, multicenter study of 302 inpalients wilh an acute
exacerbalion of schizophrenia or schizoaffeclive disorder {BSAM-ii-F), among the 55% of patienls
wilh clinically significant depressive symptoms, e, 214 on the MACRS {group mean baseline 23.5)
(n=168). After a 3- to 7-day washout peried, patienls weare randomized to recaive sither GEODON
80 mgrday on Days 1-11; 80 mg/day on Days 1 and 2, (ollowed by 160 mg/day en Days 3-41;
or placebo. All GEODON dosss were administered twice daily with Tocd.”

GEODON vs olanzapine—Symptom improvement
at study endpoint’

‘CDSS ¢

P=NS

baseline (LOCF!)
wawaaciduw|

@ GEQDON (n-82)
-8 (lanzapine (n=67)
T T 1

[ E] 6
1LCICF = Last obsedvatan camied formard.  WWEBKS

Mean change fram

A B-waek, double-bling, mulicenler study of 289 inpatients with an acuite exacerbation of
schizophrenia or schizoaflective disorder (DSA-\), among patients with clinically significant
depressive symptoms, i, =5 on the CDSS in=124). Patienls were randomized to receive eilher
GEODCN 80 mg/day an Days -2, foliowed by 180 mg/day on Days 3-7; or olanzapire 5 mg/day
on Days 1-2, foliowsd by 10 mg/day on Days 3-7. Dosing was flexible during Weeks 2-6
(GECCON 80, 120, or 160 my/day: clanzagine &, 10, or 15 mg/day), The average daily dose of
study medication was 129.8 mg/day far GEQDON and 11.3 mgiday for olanzapine. All GEQDON
dosaes were administered twice dally with food.”

In short-term trials, the most commonly cbservad adverse events
associated with GEODON at an incidence of 25% and at least
twice the rate of placebo were somnolence (14% vs 79%),
respiratory disorders (8% vs 3%), of which >30% were cald

symptoms or upper respiratory infections, and EPS (5% vs 1%).

MADRS=Montgomery-aAsberg Depression Rating Scale.
CDSE=Calgary Depression Scalé for Schizophrenia,

GEODON'
[ziprasiclone HCl

See the difference™




IN A BROAD SPECTRUM OF PATIENT SEE THE DIFFERENCE

Thé only atypical
: ant:psychotrc demonstrating reduced
risk of relapse at 1 year

AGE: 40 ‘
B History Proven delay in both time to and rate of relapse
' : in a 1-year placebo-controlled trial’

i » Diagnosed with schizophrenia

3 years ago Time to Impending Relapse”

- & Treated with the maximum
dose of her atypical
antipsychotic for the past year

0.8 -

P 001 ve plazaba at 1 year for all doses
0.7 -

—

— Flaceby {n=5)
0.3 ~— GECOON 40 mg/d [1=76}
— GECHDON B0 my'd (=72}
= GECDKN 160 mgitl {n=71)

= Showed improvemnent after
being put on the maximum
dose of medication, and she ol . - , ‘
was able to return to college to » 8 e = - 5

Proportion of patients
remaining relapse-lree
s

. . Ti

continue pursuing her degree e Weeks)
: . .| e Patient and famnily report she A five, 1-year. double-blind, placebo-controlisd, multicenter slucy of 294 inpatients with
Heason f0r ‘ , a farmly 1epo chvorie sizble schzophrenia (DS I F) hospiaized for al s, 2 monis, Por to ervaliment,
COI'ISIdEI'Iﬂg B 15 Comp“ant with therapy palienls wera wilhdrawn from antipsychalic and anficholinergic medication over a 3-day, single-

. tj!u)nd p{jacebc n }gfenoci Pahenftga then were Landomned to recenga De{ghe‘; GEODON
o 80 v, =] far 1 Al GE N WBIS
- switch: ‘. = Faculty recently reported angry T AT iy i Yoo, P e ety wiawr, and rastad opecky
. f outbursts at SChOO| and friends if they reached he endpoint of impending ralapse.”
. N \
Repor’[s ora gry reported unusual behavior
.outbursts and.

= Discontinuation rates due to adverse events were low

10 * unusual behavior |~ * Family history of diabstes and similar to piacebo across the entire dose range in this 1
: suggest a possible; 1-year study’ ‘
- reldpse; Wh'Ch COU]d — discontinuation rates for GEQDON 40 mg/day {7.9%},
- lead to withdrawal . : 80 mg/day (8.3%), and 160 mg/day {1.4%) vs placebo
~fromschool - (8.0%)

— there was no pattern of adverse events associated
with discontinuation

* Impending relapse was defined as Clinical Global Impression (CGI) Improvemnent Score of 26
ancl/or a score af =6 on PANSS ilemns P7 {hostility) and 58 uncooperativeness) on 2 successive
days. Fatienls with a CGl Improverment Score of 35 {minirmalty worse] were continually monitored
until the score sither improved (patients remained in study) or deteriorated ta =6 (palierts were
wilhdrawn from 1he sludyl.”

Patients llustrated in lhese cases are fictional, but depict those commonly seen
in clinical settings.

GEODON’
[ziprasidone HCI

See the difference™

Plaase see full prescribing infermation on back pages.




A well-characterized ECG profile

The safety profile of GEQDON has been
evaluated in one of the largest phase II/Il|
clinical trials programs for an antipsychotic
agent’

GEODON premarketing clinical trials—

» No forsade de pointes was seen in over 4500
patients treated with GEODON for 1733 patient-years
of exposure ‘

* There was a rare incidence of a QT interval >500
msec {0.06% for GEODON vs 0.23% for placebo)

= The effect on the QT interval was not augmented in
the presence of metabolic inhibition in a phase | study

* Low incidence of syncope {0.6%) and seizure (0,4%)
comparable to placebo

= Although overdose experience was limited
(n=10; range 300-3420 mg), all patients survived
without sequelas

GEODON postmarketing reports —

» Experience to date generally has been consistent
with the GEODON clinical trial database

GEODON is indicated for the treatment of schizophrenia.
GEODON has a greater capacity to prolong the QT interval
than several antipsychotics. In some other drugs, QT
prolongation has been associated with torsade de pointes,
a potentially fatal arrhythmia. In many cases this would
lead to the conclusion that other drugs should be tried first.
Patients at risk for significant electrolyte disturbances
should have baseline measurements performed before
initiating GEQDON, as hypokalemia and hypomagnesemia
may increase the risk of QT prolongation and arrhythmia.
Patients on diuretics should be monitored.

As with other antipsychotics, GEODON should be used
cautiously in patients with a history of seizures or with
conditions that lower the seizure threshold.

Flease see full prescribing information on back pages.

‘A well-characterized ECGBhﬁIe -

in a rigoroushy controfled Phase ! study..

Mean QT; change at steady-state C,,, in the
absence of metabaolic inhibitors’

. i
1 £ 3 3
4

Haloperidol GECDON Quatiaaing Aispendone Olanzapins Thioricazina
15 moes 160 mgid 750 mg/d 68 mgid 20 mgid 300 mgld
(n=27} =01} n=27) imas) [n=24} {n=10)

o

Maan (95% Cl) QT interval
change {rom baseline {msec)
|

Basaline cocaction Data on hke, Plizar [nc

A randomized, parallel-group, open-label study of 1684 patienls with stable schizophrenia. ECGs
were administered at maximum concertrations with and without a melabaolic inhibitor. ECGe were
repeated to ensure accurate assessment and were blinded and centrally read. Patients were
randomized to receive GEODON 160 mo/day, nispendone 6-8 mg/day, olanzaping 20 mg/day,
quetiapine 750 mg/day, thioridazine 300 mg/day, or haloperidol 15 mg/day.”

The effect of GEODON on the QT interval
was not augmented in the presence of potent

metabolic inhibition’ ' : 13
I T T
GEODON ketoconazole CYPaA4
Oiai'lzépine'j f"; L " fuvoxamine . CYF'1A2 -. .
Quetiapine ketoconazola CYP3a4
Hispe'ri'dohe‘ S _paroxetine - _ 7 CYPZ'DG“:
Halaperidal kemt-:onazole and paraxetine CYP3A4 & 206
‘Thioridazine - © paroxetine CYP2D6

GEODON is cantraindicated in patients with a known history
of QT prolongation, recent acute myocardial infarction, or
uncompensated heart failure, and should not be used with
other QT-prolonging drugs.

GEODON
(ziprasidone HC|

See the difference”




; IN A BROAD SPEGTRUM OF PATIENTS...

=5

, data: Jow incidence of EPS and.
akathisia

No dose-related EPS or akathisia’

In 4 pooled short-term trials...*

Incidence of EPS was 5% for GEODON-treated
patients vs 1% for placebo

Incidence of akathisia was 8% for GEODON-
treated patients vs 7% for placebo

EPS was one of the most commonly observed
adverse events?

ina 1-yeartrial...
EPS and akathisia were comparable to placebo’

‘data:

EPS Akethlsia
Barmnas Akalhlsin

04

-0.1 -1 -0

I Frceta (na75)

[ GEODON w3 mpid {na7E)
Ml GECOOH B0 my/d (na?2)
B ECDOM 160 mgid a7t

14

Mean change from baseline
luewaaoiduy

A prospective, 1-year, double-blind, placeba-controlled, mutticanter study of 294 inpatienls with
chronic stable schizoptvenia [DSM-i-R} hospitalized for 2t least 2 months. Pror Lo enroliment,
palients were withdrawn from antipsychotic and antichalinergic medication over a 3-day, single-
tlind, ptacebo run-in perod. Patients were then randomized fo receive sither GEODON

40 mg/day, 80 mg/day, or 160 mg/day, or placebo for 1 year. All GEODON doses were
adminislersd twice daly with lood . '

As with other antipsychotic agents, prescribing should
be consistent with the need to minimize the risk of tardive
dyskinesia (TD).

* Pooled dala from short-term, 4- and G-week, fixad-dose, placebo-controlied, oral-dosing, phase
71l studies across a dose range of 10-200 mg/day [GEODON, n=702; placebo, N=273).

5% and at least twice the rate of placeba,
t Simpson-Angus Aating Scale is a 10-ism clinical assessment of EPS.*

§ AFnormaI Invaluntary Movernent Scale (AIMS}) is a clinician-based abservalion and assessment
of EPS? '

" Barnas Akathisia Scale is a clinician-based and eficited subjeclive rating of the symptoms
of akathisia.®

Please see full prescribing information on back pages.

SEE THE DIFFERENCE

low incidence of prolactin
elevation and sexual dysfunction

Prolactin elevation—

* May be associated with amenorrthea, galactorrhea,
gynecomastia, and impotence®

Effect on prolactin with GEODON was comparable
to placebo’

=

as measurad in ng/mL
L
E

M Flacebo (n=71)
(B GEODOM {n=682)

Median change from baselina
I.
3

Pocled data from all phase I/ oral studies.
Sexual dysfunction™—

* A distressing side effect that can include anergasmia,
abnormal ejaculation, and impotence

Incidences of sexual dysfunction with GEODON
were infrequent or rare

*The clinical significance of elkevated prolactin levels is unknown for most patients.

GEODON
(ziprosidone HC

See the difference”




Weight gain and its potential consequences—

* A distressing side effect among patients taking
antipsychctics'

* Associated with significant morbidity'

Weight change with GEODON was comparable
to placebo’

Median Weight Change Median Welght Change
vs Placeba ' vs Placebo

(Short-term Trials) {Long-term Trials)

50 -
40 w04
30 204
B & =
10~ 104
a.0 1.1
O C— | g ———
-1
~1e- —1g - -3.3

Bl Placeba (=27 3] | Il Fiacebo (=79}
Ml GEQDOM (n=702) ¢ Bl GECODON [r=B14)

Paoled data from short-lemm, 4- and G-week, Pooled data from phase I studies across a
fixed-dose, placebo-controlled, oral-dosing, dose range of 10-160 mg/day. Includes a
phasa {I/lll studies across a dose range of 1-year placebo-controlied study.”

10-200 mgiday.

* In short-term clinical trials, 10% of GEODON-treated
patients experienced a weight gain of 27% of body weight
vs 4% for placebo

* In long-term clinical trials, the mean weight change
for patients with "low” body mass index (BMI=weight
[kgl/height [meters]’) was +3.1 Ibs, with a “normal”
BMI was 0 1bs, and with a “high” BMI was —2.9 |bs

Please see full prescribing information on back pages.

SEE THE DIFFEHENCE

wetght-neutral profile

GEODON vs olanzapine —Weight change’

Mean Weight Change {lbs)

*P<0.0001 GEODJN ¥s olangapine

Mean change from baseline {lbs}

GEODON Qlanzapine
(n=116} (n=122)

A B-week, double-tlind, multicenter sludy of 269 inpaliants with an acule exacarbation of
schizopbrenia or schizoaflactive disorder (D54-1V). Patients wens randomized to receive sither
GEODON 80 mg‘day cn Days 1-2, followed by 160 mg/day an Days 3-7 ar olanzapine

5 mg/day on Cays 1-2, followed by 10 mg/day on Days 3-7. Dasing was flaxible durng

Weeks 2-6 (GEODON 80, 120, or 160 mg/day; cianzapine 5, 10, ar 15 mg/day). The average
daily dose aof slucy redication was 129.9 mg/day for GECCON and 11.3 mg/day for olanzapine.
Al GEODON doses werz adminislersd twdce daily with food.”

* Olanzapine significantly increased body weight (P<O 0001)
vs GEODON?

In this study, the most frequent treatment-related adverse
events at a rate of 210% for GEODON-treated patients
were nausea, headache, dyspepsia, EPS, and somnolence.”

GEODON'
(ziprasidane HCl

See the difference™
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N

—

P on total cholesterol*

fre

‘on LDL cholesterol*

GEODON and selected antipsychotics: GEODON and selected antipsychotics:

* In a phase | study, ziprasidone decreased fasting total * In a phase | study, ziprasidone decreased fasting
cholesterol relative to olanzapine, quetiapine, risperidone, * LDL cholesteral relative to quetiapine, risperidone,
and thioridazine {P< 0.05); haloperidot was not . and thioridazine (P« (.05); haloperidal and olanzapine
significantly different from ziprasidone were not significantly different from ziprasidone

‘ i
GEODON and olanzajpine— Median change GEODON and olanzapine —Median change
in fasting total cholesterol’ in fasting LDL cholesterol’
25 < ®7
“P0.001 vs bazailne -Té “P=0.001 vs baselins
5 204 'Po0.001 GEODON va alanrapine E 20+ 1P<0.001 GEODON va aianrepine o

E% 154 Qs 13.0

&= a

S8 10+ 3 a4

5§ H

3 % 2

-E g o i-‘: Ll

5 1.8 5 -1.0
=5~ . ? ~5
o d GEODON Olanzapine = GEODON Olanzapine
(n=113) {n=120 (n=108) (n=105)
In a §-week, double-blind, mullicenter study of 269 acute inpalients with schizophrenia o in a B-waek, double-hiind, mudticentar sludy of 269 acute inpalients with schizophrenia or
18 schizoaffective disomder (DSM-NY, palients were randomized 1o receive GEODON (40 to 80 myg bie) schizoaflective disarder (DSM-V), patienls were randomized to mceive GECDON {40 to 80 mg bid)

or clanzapine (5 to 15 mg qd). All GECDON doses wers administered twice dally with food. or olanzaping (5 to 15 g qd). All GEODON doses were administered twice daily with food.
The average dally dose was 129.9 mg/day for GEODON and 11.3 mg/day for olanzapine.’ The average daily dose was 129, mg/day for GEODON and 11.3 mg/day lor clarzapine.’

* The difference between GEODON and olanzapine * The difference between GEODON and ofanzapine
was significant at endpoint (P<0.001) was significant at endpoint {(P<0.001Y

* Fasting HOL cholesterol did not increase significantly * Fasting HDL cholesterol did not increase significantly
in either GEODON- or clanzapine-treated patients in either GEODON- or olanzapine-treated patients

at endpoint’ at endpoint’
* These metabolic parameters were pfosﬁecthfe%y idenlified In the prolocol and anakyzed T These metabolic parameters were prospeslively identified in the protocal and analyzect
in aceordance with a prospectively determined plan. in accordance with a prospectively determined plan.

GEODON"
(ziprasicone HC

See the difference™

Please see full prescribing information on back pages.




SEE THE DIFFERENCE

Adverse event prorfile

GEQDON and selected antipsy(';hotics: Treatment-emergent adverse avents

= In a phase | study, ziprasidone decreased fasting occurting in =5% of patients and with
triglycerides relative to olanzapine, quetiapine, risperidone, . greater frequency in patients treated with
and thioridazine (P<0.08); haloperidol was not GEODON than in placebo-treated patients*

significantly different from ziprasidone

GEODON and olanzapine—Median change Body System/
in fasting triglycerides’ Adverse Evant
Body as a whole
Asthenia
p o
| e Digestive
gg * Nausea
S % " Constipation
g E D H
T . yspepsia
-20 Diarrhea
B GEODON Clanzapine -
n=113) {n=120) Nervous System
“Somnolence
) ! - ) ; ) Akathisia
In a B-wesk, double-blind, multicenter study of 268 acute inpalienls with schizophrenia or R
M schizaffective disorder [DSM-1V], patients were randomized 10 receiva GEODON (40 fa BO g bid) Dizziness . 2
or olanzapine (5 to 16 mg qel). Al GEODON doses were administered twice daily with faod. : h .
The average daily dose was 129.9 mg/day for GEQDON and 11.3 mg/day far olanzapine,” Exlrkapyrarhidal Syndrome
* The difference between GFODON and olanzapine Respiratory :
was significant at endpaint {P<0.001Y Respiratory Disordert
= In this study, the most frequent treatment-related adverse
events at a rate of 210% for GEODON-treated patients As with other antipsychotic agents, GEODON should be
were somnolence, EPS, headache, nausea, and used with caution in combination with other centrally acting
dyspepsia’ ‘ drugs. In short-term trials, some GEODON patients

experienced orthostatic hypotension (1%). In premarketing
trials, 0.6% of GEODON patients experienced syncope.
Seizures occurred infrequently (0.4%); confounding factors
may have contributed to many of these cases. As with
other antipsychotics, GEODON should be used cautiously
in patients with a history of sefzures or with conditions that
lower the seizure threshaold.

The most comman event associated with discontinuation was
rash (1% for GEODON-treated patients vs 0% for placebo-treated
* patients).

*Podled data from short-lem, fixed-dosa, placebo-controlled, oral-dosing, phase /1l studies.
F>80% were cold symptorns and upper respiratory infections,

GEODORN'
(ziprasiclene HCY

Flease see full prescribing information on back pages. See the difference”




IN A BROAD SPECTRUM OF PATIENTS... SEE THE DIFFERENCE

T R APrarTS

- B - profie: ‘ SRR Target dosmg to maximize
and drug-drug interactions | s therapeutlc effect
* Approximately two thirds of GEODON metabolic i . BID Dosing With Food
clearance is mediated via reduction by aldehyde oxidase, . . )
which has no known clinically relevant inhibitors or . '(':“t'?‘? Optimize Sustain
ducers . antro Evaluate Response Evaluate - improvernent
in 40 mg/d 40-160 mag/d 40-160 ma/d
= Approximately one third of GEODOCN metabolic clearance :
is mediated via P450 CYP3A4 * o ) : ) i
. . Dose may be adjusted as early as Day 3
— carbamazepine: 35% reduction in AUC ) ) )
— ketoconazole; 35-40% increase in AUC and G * 40 mg/day is an effective starting dose
) ) ‘ . o = Dosing may progress to 160 mg/day when clinically
= GEODON is unlikely to cause clinically significant indicated
int ' i tabolized b och P450
" ejracjuons W't_h drugs me E_l ol cht rome » Dosing with food increased GEQDON absorption twofold
— in vitro studies revealed little potential for GEODON ) . i ) )
to interfere with the metabolism of drugs cleared » No dosing ad;u;trnent is required for renal or mild-to-
primarll by GYP3A4, CYP209, CYP2C19, CYP2D6, moderate hepatic impaimment
and CYP1A2 ‘ * Smoking status did not adversely affect the
. pharmacokinetics of GEODON*
GEODON—no cllnlcally 3|gmf|cant mteractlons I T ———

with a variety of concomltantly admlnlstered
medlcatmns, mcludlng

",—anfacrds C o »-—hth:um

—benztrop.rne _ Iorazepam _ .
,—Cfmendfne ‘ ‘ ora.f contraceprwes :
. "— dextromethorphan

proprandlol

Capsules shown actual size.

, . * In vitro data,
» Smoking status did not adversely affect the
pharmacokinetics of GEODON based on human liver REFERENCES: 1. Emsley RA. Partial response to antipsychotic treatment: the
: ; ; patient with enduring symptoms. J Cin Psychiatry. 1999;60(suppl 23):10-13,
enzyme assayst and pGpU|8tIOI’] pharmacokinetic 2. Kane JM. Compliance issues in outpatient treatment. J Clin Psychopharmacol.

evaluations 1985;5:225-27s. 3. Fenton WS. Blyler CB. Heinssen RK. Determinants of
) medicatian compliance in schizophrenia: empirical and clinical findings. Schizophr
Bul. 1997,23:637-651. 4. Ayuso-Gutierrez JL, del Rio Vega JM. Factors

i ntraindicated i i ; i influencing relapse in the fong-term course of schizophrenia. Schizophr Res.
GEODON js co - ndl in patients WIt!'l a_known:\ history 1997,28:199-206. 5. Weiden PH, Olfson M. Cost of relapse in schizophrenia.
of QT prolongatlon, recent acute myocal‘d!al |ﬂfarct|0n, Schizophr 8ull. 1195;21:419-429. 6. Daniel DG, Zimbrofl DL, Potkin SG, et al, and
or uncompensated heart failure, and should not be used the Ziprasidone Study Group. Ziprasidone 80 mg/day and 160 mg/day in the
with other QT-proIonging‘ drugs. acute exacerbation of schizophrenia and schizoaffective disorder: a G-week

placebo-controlled trial. Neuropsychapharmacoiogy. 1999;20:491-505, 7. Data on
file. Pfizer Inc., New York, NY. 8. Simpson GM, Angus JWS. A rating scale for
extrapyramidal side effects. Acta Psychiatr Scand, 1970;2(suppl 12):11-19.
8. Munetz MR, Benjamin $. How to examine patients using the abnormal
involumary movement scale. Hosp Community Psychiatry. 1988:39:1172-1177.
10. Barnes TRE. A rating scale for drug-induced akathisia. 8r J Psychiatry,
1989;154:672-676. 11. Hamner MB, Arana GW, Hyperprolactinaemia in
. antipsychotic-treated patients: quidelines for avoidance and management. CNS

Drugs. 1998,10:209-222. 12. Consumer Health Sciences. The Schizophrenia

*Evaluated concomitantly in population pharmacokinetic analysis of patients Project, Wave 4. Princeton, NJ: Consumer Health Sciences; 1999:1-64.
in premarkating trials, 13, Ciinical Guidelines on the Identification, Evaivation, and Treatment of
tIn vitro data Overweight and Obesity in Adults: the Evidence Report. Bethesda, Md: National

Institutes of Health; 1998, NIH publication 98-4083.

GEODON'
(ziprasidone HCY

See the difference”

Please see full prascribing information orn back pagas.




GEODON™

(ziprasidone HCI)

DESCRIPTION
GEODON™ i3 available as GEODON Gapsules {ziprasidone hydrechloride) for eral administration.
Ziprasidona is an antipsycholic agent that is chemically unrelated 1o phenothiazine or hutyrophencne
anlipsychotic agents. It has a molesular weight of 412.94 {Ir2e basg), with the Tollowing chemical name:
5-[2-[4-{1,2-benzisothiazoi-3-yi)-1-piperazinyl]ethyl]-5-chiaro-1 3-dihwdro-2 Hindol-2-one. The empiri-
tal Tarmula of CxyHz, CIN,OS {free base of ziprasidone) represents the follewing structural formula:

N
cl H

GEODON Gapsales contain a monohydrachloride, monohydrate salt of ziprasidene. Chemically,
ziprasidone hydrochloride monahydrate is 5-{2-[4-{1,2-benzisolhiazol-3-y7)-1-piparaziayllethyl]-
6-chiara-1,3-dihydro-2 Hindal-2-one, menahydrochiaride, monohydrate, The empirical formula
i5 GagHpeCINGOS - HGI - Ha0 and its maolecular weight is 467.42. Ziprasidone hydrochloride
monghydrale is a white te s!ighlly pink powder. .

GEODON Capsules are supplied for oral administration in 20 mg {biue/whiley, 40 mg (hlue/iue).
61 mg (white/white), and 80 mg (bluefwhite) capsules. GEODON Capsules conlain ziprasidane
hydrochleride monohydrate, tactose, pregelatinized starch, and magnesium stearate.

CLINIGAL PHARMACOLOGY

Pharmacaodynamlcs .

Ziprasidone exhibiled high in vitro binding affinity [or the dopamine Dz and Dy, 1he serctonin
STy, SHTyg, 5HTy, 5HTyp, and o-adrenargic receptors (K; ‘s of 4.8, 7.2, 0,4, 1.3, 3.4 2, and
10 nM, respectively), and moderate atfinily for the hislamine H, receptor (Ki=47 nM).
Ziprasidone functioned as an antaganist at tha Dy, SHTz,, and SHT, receptors, and as an aga-
nist at he §HT, receptor. Ziprasidaneinhibited synaplic reuptake of serotonin and nerepi-
nephrine. No appreciable affinily was exnibited for olher receptor/binding sites tested,
ingluding the cholinergic muscarinic raceptor (1Gsy »1 JM).

The mechanism of action of ziprasidens, a3 wilh alher drugs having efficacy in schizophrenia, is
unknewn, However, it ias been proposed Lhat this drug's efficacy in schizophrenia is medizted
through a cembination of dopaming type 2 (D) and serotonin type 2 (5HT;) antagonism.
Antagonism at receptors other than dopaming and 5HT; with similar receplor affinities may
explain sorne cf Ihe other therapeutic and side effects of ziprasidone.

Ziprasidone's anfagenism of hislamine Hy recepiors may explain the somnalence ohserved with
this drug.

Ziprasidone’s anlagonism of oy-adrensrgic receplors may explain the crthostalic hypolension
observed with this drug. '

Pharmacokinetics

Ziprasidene's activity is primarily due to the parent drug. The muitiple-dose pharmacokinelics of
tiprasidone are dose-proparticnal within the proposed clinical dose range, and ziprasidone accu-
mulation is predicizble wilh multiple dosing. Elimination of ziprasidone is mainly via hepatic metab-
olism with a mean terminal half-life of ahout 7 hours wilhin Ihe proposed clinical dose range.
Steady-state concentrations are achieved within ane to hree days of dosing. The mean apparent
systemic clearance is 7.5 mL/minfkg. Ziprasidone is unlikely to inlerfere with Ihe metabalism of
drugs metabolized by cylochrome P450 enzymes.

Absorption: Ziprasidone is well absorbed after oral administralion, reaching peak plasma concentra-
tions in 6ta 8 hours. The abselute bioavailability of a 20 mg dese under fed conditions is approxi-
maiely 60%. The absarption of ziprasidone is increased up I¢ two-fold in the presence of food,

Distribution: Ziprasidane has a mean apparent valume ol distribution of 1.5 Lkg. 1L is greater than
99% bound Lo plasma proleins, binding primarily to albumin and a-acid glycoprotein. The iz vitre
plasma protein binding of ziprasidone was nol allered by warfarin of propranclol, twg highly prolein-
bound drups, nor did ziprasidone aiter the binding of these drugs in human piasma. Thus, the poten-
tial for drug interaclions with ziprasidone dug to displacement is minimal.

Metabollsm and Elimination: Ziprasidone is exiensively metabelized after oral adminislsation
with only a small amount excreted in the urine {<1%) or feces (<4%) as unchanged drug.
Ziprasidone is primarily cleared via thre¢ metabolic routes to vield four major circulating melabo-
lites, benzisothiazale (BITP} sulphoxide, BITP-sulphane, ziprasidone sulphoxide, and S-methyl-
dihydroziprasidane. Approximately 20% of the dose is excreted in the urine, with approximately
66% being eliminated in the feces. Unchanged ziprasidone represents aboul 44% of total drug-
related material in serum. /7 witro studies using human liver subcetular fractions indicate that
S-methyl-dihydroziprasidone is generated in two steps. The data indicate that the reduclion
reaction is medialed by aidehyde oxidase and 1he subsequent methylalion is mediated by thiol
methyliransferase. /n vitro studies using human liver microsomes and recombinant enzymes

CLINICAL PHARMACOLOGY (continued)
Indicate lhal GYP3Ad is the major CYP contributing 1o the oxidative matabalism of ziprasidana.
GYP1AZ may contribule to 4 much tesser extent. Based on in vive abundance of excretery
melabalites, less than one-third of ziprasidone metabolic clearance is medialed by cylechrome
P450 calalyzed oxidatian and approximately lwo-thirds via reduction by aldehyde oxidase.
There are na known clinically relevant inhibitors or inducers of aldehyde oxidase.

Special Papulations

Age and Gender Eflects - In a multiple-dose (8 days ol ireaiment} siudy involving 32 subjecls,
Ihere was no diflerence in the pharmacokinetics of ziprasidone hetween men and women ar
hatwean siderly (=65 years) and young (18 1o 45 years) subjects. Addilionally, papulatien phar-
macokinetic evaluation of patients in controlled trials has revealed no evidence of clinically sig-
nificant age or gender-related dilferences in the pharmacckinetics ol ziprasidone. Dosage
modificalions for age or gender are, lherelare, nol recommended.

Race - No specific pharmacokinetic sludy was conducted to investigale the effects ol race.
Fopulation pharmasokinetic evalualion has revealed no evidence of clinically signiican! race-
refated differences in the pharmacokinetics of ziprasidone. Dosage modifications for race ars,
therefore, not recommended.

Smoking - Based on iz vitro studies wiilizing human liver enzymes, ziprasidone is not a subsirate
far GYP1AZ: smoking should therafara not have an effect on the pharmacokingtics of Ziprasidone.
Consislent with these i vitro resulls, population pharmacokinelic evaluation has not revealed any
signilicant pharmacekinetic differences between smokers and nonsmokers.

Renal Impairment - Because ziprasidons is highly metabolized, with less than 1% of the drug
excreted unchanged, renal impairment alone is unlikely to have a major impact on the pharmaco-
kinetics of ziprasigone. The pharmacokinetics of ziprasidone foliowing & days of 20 mg BiD dos-
ing were simifar amang subjecls with varying degrees of renal impairment (n=27), and subjects
with normal renal function, indicating thal dosage adjustment based upon the degree of renal
impairment s not required. Ziprasidone is no! removed by hemodialysis.

Hepalic Impairment - As ziprasidone is cleared substanlially by the liver, Ihe presence of hepatic
Impairment would be expacted to increase the AUC ol ziprasidene; a multiple-dose study at 3¢ mg
BIO for & days in subjects (n=13} with clinically signilicant (Ghilds-Pugh Class A and B} cirhosis
revealed an increase in AUC g.12 0 13% and 39% in Ghilds-Pugh Class A and B, respectively, com-
pared Lo @ matched conlrol group (n=14). A half-life of 7.1 hours was observed in subjects wilh
cirrhosis compared to 4.8 hours in the controf group.

Drug-Drug Interaclions
Ay i vilro enzyme inhibition study utitizing human liver micrasomes showed that Zprasidone had
litlle inhibitory effecl on CYP1AZ, CYP2CY, CYP2G19, CYP2D6 and GYPIA4, and thus would not
likedy interfere with the metabolism of drugs primarily metabolized by lhese enzymes. i vivo studies
have revealed ne effect of ziprasidone on the pharmacokinetics of dexlromethorphan, sstrogen,
progesterene, or lilhiumn (see Drug Imeractions under PRECAUTIONS).

fir vivo sludies have revealad an appreximately 35% decrease in ziprasidone ALC by concomilanlly
administered carbamazepine, an approximately 35-40% increase in ziprasidone AUC by concomi-
tantly administered ketaconazole, but ne efiect on ziprasidone's pharmacokinetics by cimelidine or
antacid (see Drug Interactions under PRECAUTIONS).

Clinical Trials
The eflicacy of ziprasidone in the trealmenl of schizaphrenia was evaluated in 5 placebo-can-
trolled studies, 4 shori-term {4- and B-week) trials and ong lang-lerm (52-week) trial. Al trials
were in inpatients, mosl of whom met DSM 14-R criteria for schimphrenia. Fach sludy inzluded 2
lo 3 lixer doses of ziprasidone as well 25 placeba. Four af Lhe 5 trials were able [o distinguish
ziprasidone from placebo; one shorl-term sludy did nat. Although a single fixed-dose haloperidol
arm was inciuded as a comparalive Lreatment In one of the 1hree short-term trials, (his singls
study was inadequale 1o provide a reliable and valid comparisqn of ziprasidone and haloperidol.
Beveral instrumenls were used for assessing psychialric signs and symptams in these studies.
The Briet Psychialric Raling Scale (BPRS) and the Positive and Nagative Syndrome Scale {PANSS)
are bolh multi-item inventeries of generai psychopalhology usually used to evaluate the effects of
drug ireatment in schizophrania. The BPRS psychosis clusler (conceptual disorganization, hallu-
cinalary behavior, suspiclousness, and unusual thought content} is considered a particularly use-
ful subset for assessing actively psycholic schizophrenic patients. A second widely used
assessment, the Clinical Global Impression (GG}, reflacts Iha impression of 4 skilled ohserver,
fulty familiar wilh the manifestalions of schizophrenia, about the overall clinical slate of the
palient. In addition, the Scale for Assessing Negative Symptoms (SANS) was employed for
assessing negative symptoms in ane Lrial.

The results of the trials foilow:

{1} In 2 4-week, placebo-contralled Irial (n=139) comparing 2 fixed doses of ziprasidone (20 and
60 mg BID} wilh placebo, only 1he 60 mg BID dose was superier 1o placebo on the BPAS total
scoreand Lhe CGI severity scere. This higher dose group was not superior to placebo on lhe BPRS
psychosis cluster or on the SANS.

(2) in a 6-week, placebo-cantrolied triaf {n=302) comparing 2 lixed doses of Ziprasidone (40 and
80 mg BID} with placeda, bolk dase graups were superior to placebo on Lhe BPRS total score, lhe
BPRS psychosis cluster, the CGI severity score and he PANSS 1otal and negative subscale scores.
Although 80 mg BID had a numerically greater effect than 40 mg BIC, 1he ditfersnce was not sta-
lislically signilicant.

(3} In a 6-week, placebo-controlled trial (n=419) comparing 3 fixed doses of ziprasidone {20, 80, and
100 mg BID) wilh placeho, ali three dose groups were superior to placebo on the PANSS total score,
the BPRS {otal score, the BPAS psychosis cluster, and the CGI saverity score. Cnly the 100 mg B{D
dose group was superior to placeba on the PANSS negative subscate score. There was no clear evi-
dence lor 2 dose- response relationship within the 20 mg B(D 1a 100 mg BID dose range.

{4} In a 4-week, placzbo-contralled trial {n=200) comparing 3 fixed doses of ziprasidone (5, 20




CLINICAL PHARMACOLOGY (continued)
and 40 mg 31D}, none of the dese groups was statistically superior fo placebe on any gutcame ol
inlerest.

{5} A sludy was conducted in chronic, symplematically stable schizophrenic inpatients (n=234) ran-
domized' te 3 lixed doses of dprasidone (20, 40, or 80 mg BID) or placeba and (ollowed for 52 weeks.
Palients were abserved for “impending psychotic relapse”, defined as CGl-improvement score of
2 6 {much worse or very much worse) and/or scores 2 6 (moderaiely severe) on the hostiiity or
uncaeperativeness items ol the PANSS on two consecutive days. Ziprasidone was signilicantly
superior Lo placebe in belh time [0 relapse and rate of relapse, with no significanl difierence
hetween the different dose groups.

There wera insuHficient data lo examine pepuiation subsets based on age and race. Examination
of popuiation subsets based on gender did no! reveal any differential responsiveness.

INDICATIONS AND USAGE

Ziprasidone is indicated for the treatment of schizophrenia. When deciding among the alterna-
tive lreatmenls availabig for this condition, the prescriber should consider 1he linding of
ziprasidone's greater capatity ta prclong the UT/QTc inlerval compared lo several other
anlipsychotic drugs (see WARNINGS) Prolongation of the QTe inlerval is associated in some
other drugs wilh Lhe ability to cause torsade de pointes-type archythmia, a potentialty fatal
palymorphic venlricutar tachycardia, and sudden death. In many cases this would lead o Ihe
cenglusion thal other drugs shauld be tried first. Whether ziprasidone will cause torsade de
pointes or increase the rate of sudden death is not yet known (see WARNINGS).

The efficacy of ziprasidane was established in short-term (4- and B-week) conlrolled trials of
schizaphrenic inpatients (see CLINICAL PHARMACOLOGY).

In a placebo-conlrolled trial inveiving the foltow-up for up lo 52 weeks of stable schizophrenic
inpatients, GEQDON was demenstrated to delay the time 10 and rate ot relapse. The physician
wha elects to use GEODON for extended perinds should periadically re-evaluate 1he lang-term
uselulness of the drug for the individual patienl.

CONYRAINDIGATIONS

QT Prodongalion

Because of ziprasidone's dose-related prolongation of the 0T interval and the knawn associalion
ol fatal arrhylhmias with QT prolcagation by some ather drugs (see WARNINGS), ziprasidone
should not be used with other drugs that prolong he GT interval. including (not a complete list)
guinidine, dofetilide, pimazide, sotalal, Ihioridazine, moxiftoxacin, and sparflexacin.

Because ziprasidone pralongs the QT interval, it is contraindicated in patients with a known his-
tory of OT prolengation {including cangenital long AT syndrame, wilh recent acute myecardial
infarction, or with uncompensated heart failurz (see WARNINGS).

Hypersensiivity
Ziprasidone is contraindicated in individuals with a known hypersensitivity to ihe preduct.

WARANINGS
OT Prolongation and Risk of Sudden Death

A sludy direcily camparing the QT/QTe prolonging elfect of ziprasidene with several other
drugs effective In the trealment of schizophrenia was eonducied in pafient volumeers. In the
first phase of the frial, ECGs were obtaingd at the time of maximum piasma conceniralion
when the drug was administered alone. la the second phase of the trial, ECGs were ohtained at
tha time of maxlmem plasma concenlralion while lhe drug was coadministered with an
Inhibitor of the CYP4503A4 matabalism of the drug.

In the lrsi phase of the study, the mean change in QTc from haseline was calculated for each
drug, using 2 sample-based coreclion Ihat removaes the effect of hearl rale on the QT inlerval.
The mean increase In @Fc trom baseling for ziprasidona ranged lrom approximately 9 to 14 msec
greater than lor four of the comparalor drugs {risperidone, olanzagine, quetlapine, and hatoperi-
dal), bt was approximately 14 msec lossthan the prolongation ebserved for thinridazine.

In the second phase of the study, the effect of ziprasidone on QTc fength was nol aug-
meredd by the presence of a metaholic Inhibllor (kal ple 200 mg BI0).

In placeba-canlrolled brials, ziprasidone increased the QTc Interval compared fo placehn by
approximately 10 msec at the highest recommended dally dose of 160 ma. In clinical trials with
Ziprasidone, the elactrocardiograms of 2/2988 {0.06%} patients wha received GEODON and
1/440/(0.23%) patienls whe recaived placehn revealed GFc intarvals exceeding the pofeatially
clinically refevant threshaold of 500 msec. In the ziprasidone-lreated patignts, nelther case
suggesled a role of ziprasidone. One patient had a histary of prolonged OT: and a scraening
measuremant of 459 msee; OTc was 503 msee during ziprasidone frealmenl. The other patient
had a UTe of 391 msec af the end of ireaiment wilh ziprasidane and upan swilchi g 1o thiorl-
dazine experlenced OFc measurements of 518 and 593 msec.

Some drugs thal prolonq the QT/QTc interval have been associated with the occurrence of for-
sade de poinles and wilh sudden unexplained death. The relati flp of QT prolongalion lo
lorsade da pointes Is claarest for larger increases (20 msec and greater) but it is possible that
smaller QT/QTe prolongations may aiso increase risk, or Increase il in susteplible individuals,
such as those with hypokalemia, hypomag ia, or genelic predisposition, Although ter-
sade de pointes has not been observed in asseclation with the use of 2Ziprasidone al recom-
mended doses in premarketing studles, sxperiance is tao limited 1o rule out an increased risk.

As with other antipsychotic drugs and placebo, sudden unexplained deaths have teen
teporied In patients laking ziprasidone at recommended doses. The premarkating experience
for ziprasidone did net reveal an excess risk ol morlalily for ziprasidene compared o other
antipsychotic drugs or ptacehe, bul the extent of exposure was limited, especially for the
drugs used as active controls and placebo. Nevertheless, ziprasidone’s larger protongation of
QTc length compared to several other antipsychotic drugs raises the possibltity that tha risk of
sudden death may be greater tor zlprasidona than for olher avaliable drugs for treating schizo-
phirenia. This possihility needs to be considered in deciding among aHemative drug products

WARNINGS (coniinved)
{see INDICATIONS AND USAGE).

Cerlain circumstances may increase e risk of \he occurrence of lorsade de polnies and/ar
sudden death in association with the use of drugs that pralong the QTc Interval, including {1)
bradycardia; (2) hypokalemia or iypomagnesemia; (3) concomitant use of nther drugs that
prodong the OTc interval; and (4] pri of congenital prolongation of the GT interval.

Ziprasldone use should be avoided in combination with other drugs that are known ta prolong
the QTc interval. Ziprasidane should 2150 be avoided in patients with congenital long OF syn-
drome and in patients with a history of cardiac arrhylhmias {see CONTRAINDICATIONS, and
see Drug IMeraclions under PRECAUTIONS).

ILis recemmended that patients being considered for ziprasidens trealment who are at risk
for signilicanl electrolyte disturbances, hypokalemla in particular, have baseline serum polas-
sium and magansium measuramants. Hypokalemia {and/or hypomagnesemia) may increase
the tisk of QT prolongatien and aniyihmia, Hypekalemia may result Irom diuvelic therapy,
diarrhea, and other causes. Patients with Iow serum petassivm and/or gnesitm should be
rapleled with those electrolytes bedore procosding with treatment. I is essential to periodi-
cally monilor serum electrolyles in patients ior wham di theragy is introduced during
ziprasidone freaiment. Persistently prolonged OTc Intervals may alsq increase the risk of fur-
ther protangalion and ardhyihméa, bul it is not clear thal rouline screening ECG measures are
eflective in detecting such patients, Raiher, ziprasidone should be avoidad in palienls with
histories of significant cardiovascular illness, e.0., 0T prolongation, recent acute myecardial
infarclion, uncompensated heart fatlure, or cardiac arrhyihmia. Ziprasidone should be discon-
tinued in palienls who are lound to have persistes OTc measurements >500 msac,

For patlents taking ziprasidone wha experience symptoms that could indicate the occurrente
ol lorsade da pointes, e.g., dizziness, palpltatinns, or syncope, the prascribor should inifiale
Tariher evaluation, g.q., Holter mondloring may he uselul.

Neuraleptic Mallgnant Syndrome (NMS)

A potentially (atal symplom complex sometimes referred to as Neuroleptic Malignani Syndrome
(NMS) has been reperted in asseciation with adminislralion of antipsychotic drugs. Glinical mani-
feslations of NMS are hyperpyrexia, muscle rigidily, allersd mental stalus and evidence of aulo-
nermic instability {irreqular pulse or blood pressure, lachycardia, diaphoresis, and cardiac
dysrhythmia). Addilional signs may include elevated craafining phosphokinasa, myaglohinuria
{rhabdomyolysis), and acute renal failure.

The diagnostic evaluation of patients with this syndrome is camplicated. (n arriving al a diagno-
sis, itis importanl to exclude cases where lhe clinical presentalion includes boalh serinus medical
iliness {e.g., pneumania, systemic infectian, elc.) and unlreated or inadequately treated extrapyra-
midal signs and symplarms (FPSY. Other imporlant consinerations in the differential diagnesis
include central anticholinergic toxicity. heal stroke, drug fever, and pemary central narvous 5YS-
lem (CNS) pathology. :

The manzgement af NMS should include: {1) immediale discontinuation of anlipsychotic
drugs and olher drugs not essentizl to concurrent (herapy; (2} inlensive symplomatic Ireat-
ment and medical monitoring: and (3) reatmenl of any cencomitant serious medical groblems
for which specific Ireatmenls are available. There is no general agreement ahout specilic phar-
macological trealment regimens for NMS.

If a palient requites antipsycholic drug treatment akter recovery from NMS, the potential reintro-
duction of drug therapy sheuld be carefully sonsidered. The patient should be carefully monilored,
since recurrences of NMS have been reported.

Tardive Dyskinesia

A syndroma of patenliaily irreversible, invaluntary, dyskinelic movements may develop in patients
undergoing treatment wilh antipsychotic drugs. Althaugh Ihe prevalence of the syndrome appears
to be highasl amang lhe elderly, especially elderly woman, i1 is impossible to rely upon prevalence
estimales lo predict, at Ihe inception of anlipsycholic treatment, which palienls are likely to
develp the syndrome, Whelher antipsychotic drug products ditfer in thair polential to cause lar-
dive dyskinesia is unknown,

The risk af developing tardive dyskinesia and Ihe likeiibood thal it will become irreversiole are
halieved Lo increase as the duralion of lreatmenl and the tolal cumulative dose of antipsychotic
drugs adminisiered to the palient increase. However, the syndrome can develop, although much
l2ss commonly, afler relalively briet Ireatmenl periods at low doses.

There s no kngwn treatment lor eslatlished cases of tardive dyskinesia, although the syndrome
rmdy remit, partially or completely, il anlipsycholic trealment is wilkdrawn. Anlipsychatic treal-
mment itself, however, may suppress {or partially suppress) the signs ang symptoms ol the syn-
drome and thereby may possibly mask the underlying process. The effect that symplomatic
suppression nas upen the lang-lerm course of lhe syndrome is unknown.

Given these consideralions, ziprasidone should be prescribed n a manner thal is most fikely to
minimize Lhe occurrence of fardive dyskinesia. Chranic anlipsychotic Lrealment should generatly
be reserved for palients who sulfer from a chranic itlness that {13 is known ta respand 1a antipsy-
chetic drugs, and {2) for whom aiternative, equaily etfective, bul potentially iess harmlui Ireat-
ments are not avaflable or appropriate. In patienls who do require chromic treatment, the smallest
dose and the shorlest duralion of Ireatment producing a salisfactory clinical response sheuid be
sought. The need far continued Lreatment should be reassessed periodically,

I signs and symptoms of lardive dyskinesia appear n a patienl on ziprasidone, drug discontinu-
atian should be considersd. However, some patients may require freatment with ziprasidone
despite the presence of lhe syndrome.

PRECAUTIGNS

General

Rash - In premarketing trials with ziprasidone, about 5% of patients deveioped rash andfar
urtfcaria, with discantinualion of treatment in about gne-sixth of these cases. The ocourrence
of rash was relaled lo dose of ziprasidone, allhough Ihe finding might alse be sxplained by the
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longer exposure time in the higher dese palients. Several patients with rash had signs and
symptoms of associaled systemic iliness, e.q., elevated WBCs. Mesl patients improved
promptly with adjunctive treatment with antihistamines or steroids and’or upan discontinua-
tion of ziprasidone, and all patients experiencing these evenis were reporied 1o recover com-
pletely. Upon appearance af rash for which an alternative etiology canncl be identified,
ziprasidone should be discontinued.

Orthostatic Hypatension - Ziprasidone may induce orthastalic hypotensian associaled with dizziness,
lachycardia, and, In some patients, syncape, especially during Ihe initial dose-litration period, probakbly
reflecting ils ay-adrenergic anlagonist properties. Syncopes was reported in 0.6% af the patienls treated
with ziprasidane.

Ziprasidone should be used with particular caution in patients with known cardiovascular dis-
ease (histary of myocardial infarction or ischemic heart disease, heart Tailure or conduction abnors
malities), cerebrovascular disezase or conditions which wouid predispose patients to hypotension
{detydralion, hypovelemia, and trealment with anlihypertensive medications).

Selzures - During clinical triats, selzures occurred in 0.4% of patients lreated with ziprasidone.
There were confounding factors that may have contributed ta the cccurrence of seizures in many
of these cases. As with other antipsycholic drugs, ziprasidone should be used cauliously in
palients with a histary of seizures or with condilions Lhat potentially lower the seizure threshald,
.9, Alzheimer's dementia. Condilions that lower the seizure thresheld may be more prevalent in a
popuiatton of 65 years or older,

Hyperprolactinemia - As with olher drugs thal anlagonize dopamine D raceptors, ziprasidone
elevales prolactin leves in humans. Increased prolactin levels were also abserved in animal
studies wilh this compaound, and were associalad with an increase in mammary gland neoplasia
in mice; a similar eflect was noi observed in rats (see Carcinogemasis). Tissue culture experi-
ments indicale thal approximately one-third of human dreast cancers are prolzclin-dependen|
in vitrg, a tactor of polential importance if the prescription of these drugs is conlemplated in a
patient wilh previously detzcled breasi cancer. Allhough disturbances sich as galactorrhea,
amenorrhea, gynecomastia, and impatence have been reporled with prolactin-elevating com-
pounds, the clinical significance of elevated serum prolactin levels is unknown for mest
patients. Neither clinical studies nor epidemiologic studies conducled ta dale have shown an
association between chranic administration ol this class of drugs and tumorigenesis in
humans; the available evidence is considerad toa limited 1o be conclusive at this time.

Potential for Cognilive and Motor Impairmenl - Somnolence was a commanly reporied
adverse avenl in palients trealed with ziprasidone. In the 4- and 6-week piaceba-conlrolled tri-
als, somnolence was reported in 14% af patients on ziprasidone compared o 7% of placebo
patienls. Semnalence led 1o disconlinuation in 0.3% of patienls in shorl-term elinical trials,
Since ziprasidone has the potential to impair judgment, thinking, or mator skilis, patients
should be cautioned about perfarming activities requiring mental aleriness, such as nperaimg
2 motor vehicle (including aulamobiles) or eperating hazardous machinery unlil they are rea-
sanably cenain thal ziprasidone therapy does not afecl them adversely.

Priapism - One case of priapism was reported in Ihe premarketing dalabase. While the relation-
ship of the evenl to ziprasidone use has not been established, other drugs wiih alpha-adrenergic
blocking effects have been reported to induce priapism, and it is possible thal ziprasidene may
share this capacity. Severe priapism may require surgical intervention.

Body Temperalure Regulation - Although not reparled with ziprasidone in premarkeling trials,
disruption of the body's abilily te reduce core body lemperalure has heen allributed lo antipsy-
chotic agents. Appropriate care is advised when prescribing ziprasidone for patients wha will be
experiancing conditions which may cenlribute ta an efevalion in core bedy temperalure, e.g., exer-
cising strenugusly, exposure to exireme heal, receiving concomitant medicalion with anticholiner-
gic activily, or being subjecl fo dehydralion.

Oysphagia - Esophagea! dysmaolility and aspiration have been assaciated with antipsychotic drug use.
Aspiration preurnonia is a common cause of merbidity and mortality in eldery patients, in particular
those with advanced Alzheimer's dementia. Ziprasidone and other antipsychotic drugs shauld be used
cauliously in patients at risk for aspiration pneumonia.

Suitide - The possibilily af a suicide attempt is inharent in psychotic iliness and close supervisian
of high-risk patients should accompany drug Iherapy. Prescriptions lor ziprasidene should be
written for (he smallest quantity of capsules consistent will goed palient managament in order 1o
reduce Lhe risk of overdose.

Use In Patienls wilh Concomitant lliness - Clinical experience wilh ziprasidone in patients with
certain concomitant sysiemic ilinesses (see Aenal Impairment and Hepalic Impalrment undar
CLINICAL PHARMACOLOGY, Special Populatinns) is limiled,

Ziprasidone has not been evaiuated or used o any appreciable extent in patients wilh a recent his-
tary of myccardial infarction or unslable heart dissase. Patients with these diagnases were excluded
from premarketing clinical studies. Because of the risk of QTc pralongation and orthoslatic hypoten-
sian with ziprasidone, caution should be observed in cardiac palienls (see 0T Protengation under
WARNINGS and Orlhostatic Iiwuiansion under PRECAUTIONS}.

Information lor Palienis

Please refer to the patient package insert. To assure sale and eflactive use of GEQDON, the
infarmation and instruclions provided i in the patient inlormatien should be discussed with
palients.

Laboratory Tests

Patients being considered for zwra&dune trealment thai are al risk of signilicant electrolyte distur-
banges should have baseline serum potassium and magnesium measurements. Low serum
potassium and magnesium should be repleted beflore praceeding with trealment. Palients who are
slarled on diurelics during ziprasidane iherapy need periadic monitaring of serum potassium and
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magnesium. Ziprasidone should he discontinued in palients who are found to have persislenl QTg
measuremenls >500 msec (see WARNINGS).

Dvug Inderactions

Drug-drug inleractions can be pharmacedynamic (combined pharmacalogic effects) or pharmacoki-
netic {alteralion of plasrma levels). The risks of using ziprasidone in combination wilh other drugs have
been evalliated as described below. Based upan Ihe pharmacodynamic and pharmacokinetic prolile of
ziprasidone, possible interactions coutd be anticipaled:

F ¥

(1) Ziprasidane shauld not be used with any drug that prolongs the QT interval (see CON-
TRAINDICATIONS).

(2) Given the primary CNS elfects of ziprasidone, caution shouid be used wheq it is taken in
combination wilh olher cenlrally acting drugs.

(1) Because of its patenlial for inducing hypelension, ziprasidone may enhance the efecls of
eertain anlihypertensive agents.

(4) Ziprasidene may antagonize the effecls of levedopa and dopaming agonists.

Pharmacokinetic Interactions

The Effect of Other Drugs on Ziprasidane

Carbamazaplne - Carbamazepine is an inducer of CYP3A4; administration of 200 mg BID far 21
days resulled in a decrease of approximately 35% in the AUG of ziprasidene. This effect may be
greater when higher doses of carbamazepine are adminisiered.

Ketoconazote - Ketoconazole, a potenl inhibilor of GYPJA4, at a dose of 400 mg QD far § days,
increased the AUC 2nd Cmax of ziprasidane by abaul 35-40%. Other irhibilors ol CYP3A4 would
be expecled ta have similar etlecls.

Cimetidine - Cimetidine at a dose of 800 my Q0 for 2 days did nol affect ziprasidone pharmacoki-
netics.

Antacid - The coadmimistration of 30 mi af MAALOX with ziprasidone did not affect the pharmacoki-
netics of ziprasidane.

In addition, population pharmacokinelic analysis of schizaphrenic patients enrclled in controlled
chinical trials has not revealed evidence of any clinically significan! pharmacokinetic interaclians
wih benztropine, propranalol, or lorazepam.

Eftact of Ziprasidone on Other Drugs

In vitro studies revealed litlle patenlial for ziprasidone to interfere with the melaboifsm of drugs
cleared primarily by CYP1A2, CYP2CS, CYP2C19, CYP206, and GYP3A4, and litlle patential for
drug inleractions with ziprasidone due lo displacement {see ELINICAL PHARMACOLOGY,
Pharmacokinetics).

Lithinm - Ziprasidene at a dose of 40 mg 910 administered concomilantly with lithium at a dose of
450 mg BID for 7 days did nol atfect the steady-state level or renal clearance of lithium.

Oral Contraceplives - Ziprasidane at a dose of 20 mg BID did not affect the pharmacokinetics of
concomitantly administered oral contraceptives, sthinylestradial {0.03 mg) and levenorgestrel
10.15 mg).

Daxtromethorphan - Consistent with /n vitro results, a sludy in normal healthy volunteers showed
that ziprasidone did nat alter the melabolism of dextromethorphan, a CYP2D6 model subsirate, to
ils major melabolile, dexirorphan. There was no stalislically significant change in the urinary dex-
tromethorphan/dexdrorphan ratio.

Carcinag iz, Mul. Impairment of Ferlility

Carcinogenesls - Lilatime carcinogenicity studies wers conducted with ziprasidone in Leng
Evans rals and GG-1 mice. Ziprasidone was administered lor 24 months in Ihe dist 2l doses
of 2, 6, or 12 mgfkg/day 1o rats, and 50, 100, or 200 mg/kg/day to mice { 0.1 to 0.6 and 1 1o
5 limas the maximum recommended human dose {MRHD] of 200 mg/day on a mgfm? basis,
respectively). In the rat study, there was no evidence of an increased incidence of tumors
compared to conlrals. In male mice, there was no increase in incidenca of lumars reiative to
controls. In femaie mice, there were dose-relaled increases in the incidences of pituitary
g'and adenoma and carcinoma, and mammary gland adenacarcinoma at all doses tested (50
ta 200 mg/kg/day or 1 ta 5 limes the MRHD on a mg/mz basis). Praliletafive changes in the
pituftary and mammary glands of rodents have been observed Tollowing chronic administra-
1ion of olher antipsychotic agents and are considered to be prolactin-mediated. Increases in
serum prolactin were observed in a 1-monlh dietary sludy in female, bul not male, mice at
100 and 200 mg/ka/day (or 2.5 and 5 times the MRHD on a mg/m? basis). Zigrasidong had
no effect on serum predaclin in rats in a 5-week dietary study at the doses that were used in
1he carzinogenicity study. The relevance for human risi of Ihe findings of prolactin-madialad
endogrine tumors in rodenis is unknawn {see Hyperprolaclinemia under PRECAUTIONS,
General}.

Mutagenesis - Ziprasidone was tested in the Ames baclerial mutation assay, the in vitro mam-
malian cell gene mutalion mouse lymphema assay, the i vitro chromosomal aberration assay in
human lymphacyles, and the i wive chromosomal aberration assay in mouse bane marrow. There
was a reproduciole mulagenic response in the Ames assay in one slrain of S, fyphimurivm in the
absence of metaholic activation. Positive results were oblained in bolh the i vitro mammalian cell
gene mulalian assay and the /v vifro chramosomal aberraticn assay in human lymphocyles.

Impairment of Fartility - Ziprasidone was shown to increase time lo copulation in Sprague-Dawley
rats in two ertility and early embryonic development sludies at doses of 10 ta 160 mg/kg/day (0.5 Io
8 times the MRHD of 200 mg/day on a mg/m2 basis). Fertility rate was reduced at 160 mg/kg/day (8
times the MRHD on 2 mg/m2 basis). There was no etfact on lerlility al 40 mgskg/day (2 limes the
MRHOD on a mg/m? basis). The effeci on fertility appeared to be in the female since fertility was not
impaired when males given 160 mg/ko/day (8 times lhe MRHD on a mg/me basis} wers maled
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with untvealed females. In a 6-month study in male rals given 206 my/kg/day (10 limes the MAHD
0N a mg/mz dasis) there were no treatment-relaled findings observed in the lestes.

Pregnancy - Pregnancy Categary G - In animal sludies ziprasidone demonstrated developmertal
taxicity, including possible leraiogenic effects at doses similar to human lherapeutic doses. Whan
ziprasidone was administered to pregnant rabbits during the period of organogenssis, an
increased incidence of fatal struclural abnarmalities (ventricylar septal defacls and other cardio-
vascular malformations and kidney alterations) was observed at a dose of 30 mg/kg/day (3 times
the MRHD of 200 mg/day on @ mg/m2 basis). There was no evidence lo suggest Lhal these devel-
cpmental effects were secondary to maternal loxicity. The developmenlal no-effect dose was
10 mg/kg/day (equivalent 1o the MRHD on a mg/m2 basis}. In rats, embryafeta! loxicity
(decreased felaf weights, delayed skeletal ossification) was observed following adminis-
tration of 10 10 160 mg/ka/day (0.5 te 8 Hmes the MAHD on a mg/m? basis) during
organcgenesis ar 1hroughout gestalion, bul there was no evidenca of teralogenicity.
Doses of 40 and 150 mg/kg/day (2 and 8 {imes the MRHD on a mg/m? basis) were asso-
ciated wilh maternal toxicity. The developmental no-effect dose was 5 mg/kg/day (0.2
times the MAHD on a mg/m?2 basis).

There was an increase in the number of pups born dead and a decrease in postnatal survival
Lhrough the first 4 days ol lackation among the offspring of female rats treated during geslation
2nd lactation wilh doses of 10 mg/kg/day (0.5 limes the MAHD on a mo/m: basis} or greater.
Offspring developmental delays and neurobehavioral [uncticnal impairmeni were chserved al
doses ol 5 morkg/day (0.2 times the MRHD on a mgem? basis) or grealer, A no-etecl level was not
established for thesa affects. '

There are no adequale and well-controfled studies in pregnanl women, Ziprasidone shouid ba
used during pregnancy only if he potential benefit juslifies Ihe potential risk to the fetus.

Labor and Delivery - The effect of ziprasidene an (abor and delivery in humans is unknown.

Nursing Mothers - It is not known whether, and if so in what amount, ziprasidone or its metabo-
lites are excreted in human milk. Itis recommended 1hat women receiving ziprasidene should nol
breast feed.

Pediatric Use - The salety and effectiveness of ziprasidone in pediatric patients have nol bsen
established.

Goriatric Use - Qf the appraximately 4500 patienls irezled wilh zigrasidone in clinical sludies,
2.4% {109 were 65 years of age or aver. In general, there was na indication of any diferent tol-
erability of ziprasidone or for reduced clearance af ziprasidone in the elderly compared to
younger adulls. Nevertheless, the presence of mulliple faclors thal might increase lhe pharma-
codynamic response to ziprasidone, or cause poorer tolerance or arihostasis, should lead to
considaration ot a lower slarting dose, slower litration, and careful menitoring during the initial
dosing period for some elderly patients.

ADVERSE REACTIONS
The premarkeling development program fer ziprasidone included over 5400 patienls and/or nor-
mal subjecls exposed (o one or more doses of ziprasidong. Of Ihese 5400 subjecls, aver 4500
were patienls who participated in mulliple-dose effectiveness Irials, and their experience corre-
spanded lo approximately 1733 patient years. The conditions and duration of treatment with
ziprasidone included epen-label and double-blind studies, inpatient and oulpatient sludies, and
short-lerm and longer-term exposuse.

Adverse events during exposure were oblained by collecting veluntarily reporled adverse experi-
ences, as well as results of physical examinations, vital signs. weights, laboratory analyses, ECGs,
and resuits of ophihalmelogic examinations. Adverse experiences were recarded by clinical investi-
gators using terminology of their own choosing. Consequenily, it is not possible to provide a mean-
inglul estimale of Lhe proportion of individuals experiencing zdverse evenls withoul first grouping
similar types of events into a smaller number of slandardized event calegories. In (he lable and tab-
ulations that 1ollow, standard COSTART dictionary lerminoiogy has heen used to classiy reported
adverse evenls,

The slated frequencies of adverse evanls reprasent the proportion af individuals who experi-
enced, at least ance, a freatment-emergent adverse event of 1he lype listed. An event was con-
sidered trealment emargent il it occurred far the lirst time or warsened while receiving therapy
follewing baseling evaluation.

Adverse Findings Dhserved in Shorl-Term, Placebo-Contralled Trials

The lollowing findings are based on a pool of two B-week, and lwo 4-weel placebo-controlled tri-
als in which ziprasidone was administered in doses ranging Irom 10 to 200 mg/day.

Adverse Eveals Associalod with Discondinuation of Treatmeni in Shod-Term, Placebn-
Controlled Trials

Approximately 4.1% (29/702) of ziprasidone-treated patients in short-term, placebo-controlled
sludies disconlinued treatment due 1o an adverse evenl, compared wilh aboul 2.2% {6/273) on
placebo. The most commaon event associaled with dropaut was rash, including 7 dropouts far
rash amang ziprasidane patients (1%} compared to no placebo patients (see PRECAUTIONS).

Advarse Events Occurring at an Incidence of 1% or More Amang Ziprasidane-Treated Patlents
in Shorl-Term, Placebo-Controlled Trials
Table 1 enumerales the incidence, rounded lo the nearest percent, of treatment-emergenl adverse
events that occurred during acule herapy {up ta 6 weeks) in predominantly schizophrenic patienls,
including only those events that occurred in 1% o7 mare of patients treated with ziprasidone and 1ar
which the incidence in patients reated with ziprasidone was greater than the incidence in placeba-
Irealed patients. .

The prescriber shauld be aware that lhese ligures cannat be used ta predict the incidence of
side efects in the caurse of usual medfeal practice where patienl characteristics and other
Tactors ditfer from those which prevailed in the clinical trials. Similarly, the ciled frequencies
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cannat be compared with figures ehtained from olber clinical invesligations invaglving differ-
ent trealments, uses, and investigators. The cited figures, however, do provide the prescrib-
ing physician with some hasis for estimating the relative contribution of drug and non-drug
factors to the side eMect incidence rate in the popuiation studied.

In these studies, the most commenly observed adverse events associated with the use of ziprasi-
dane (incidence of 5% or grealer) and observed at  rate on Ziprasidone at feast twice thal of placebo
were somnolence (14%), exirapyramidal syndrome (5%), and respiralory disorder (8%).

Tate 1. Treaiment-Emergent Adverse Event acidence In Short-Term Placebo-Controtled

Trials
Percentage of Fatients
Reporting Event
Body System/Adverse Event Ziprasidons Placeto
{N=702) (N=273)

Eady as a Whale

Asthenia 5 3

Accidzntal Injury 4 2
Cardiovascular

Tachycardia 2 1

Pastural Hypolension 1 Q
Digestive

Nausea 10 7

Constipatian 9 i}

Dyspepsia ] 7

Diarrhea [ 4

Dry Mouth q 2

Anorexia 2 1
Musculoskebetal

Myalgia 1 a
Nervous

Somnalence 14 7

Akalhisia B 7

Dizziness ] 6

Extrapyramidal Syndrome 5 1

Dystania 4 2

Hypertania k] 2
Respiratory

Respiratory Disorder* L 3

Rhinilis 2

Caugh Increased 3 1
Skin and Appendages

Rash 4 3

Fungal Dermaliils 2 1
Special Senses _

Abnormal Vision 3 2

"Cold symptoms and upper respiralory infection acceunl for »90% of investigator terms pointing
lo “respiratory disorder”.

Explorations {or interactions on the basis af gender did not reveal any clinically meaningfu! dif-
lerences in the adverse event occurrence on the basis of Lhis demagraphic factor.

Dose Dependency of Adverse Events in Short-Term, Placeho-Controlled Trials

An analysis for dose response in this 4-sludy pool revealed an apparenl relalion af adverse evenl
ta dose for the [eliowing evenls: asthenia, postural hypolension, anorexia, dry mouth, increased
salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnoience, lremor, rhinilis, rash,
and abnormal vision,

Extrapyramidal Symploms (EPS) - The incidence of reported EPS (or ziprasidone-treated patianls
in Ihe shon-term, placebo-controlled trials was 8% vs. 1% for placebo. Objeclively collected dala
Tram those Irials on lhe Simpsan Angus Rating Sca'e (for EPS) and Lhe Barnes Akalhisia Scale {for
akalhisia) did nat generally shew a difference between ziprasidone and placebo.

Vital Sign Changes - Ziprasidong 15 assoclaled with orlhostalic hypotension (see PRECAU-
TIONS).

Weigh! Gain - The propodions of palients meeling a weighl gain criterion of 27% of hody weight
were compargd /n a poal of four 4- and 6-week placeho-conlrolled chnical Lrials, revealing a stalisli-
cally signilicanily greater incidence of weight gain far ziprasidone {10%) compared to placsho (4%).
A median weighi gain af 0.5 kg was observed in ziprasidone patients compared to no median weight
change in placebo patients. in this set of chnical trials, weight gain was reported as an adverse evenl
in 0.4% and 0.4% of ziprasidone and placebo patienls, respectively. During long-term therapy with
ziprasidone, a categorization of palignls al basefing on Ihe basis of hody mass index (BMI) revealed




ADVERSE REACTIONS (conticusa)

the greatest mean weight gain and highest incidence of clinically significant weight gain [>7% ol
body weight) in patienls with low BMI {<23) compared to normal (23-27) or overweight patienls
(>27). There was a mean weight gain of 1.4 kg for those palisnts with a “low” baseline BMI, nop mean
change for palients wilh a “normal” BMI, and a 1.3 kg mean weight loss for patients who entered the
pragram with a “high” BMI.

ECG Changes - Ziprasidone is assacizled with an increase in the QTc inlerval {ser WARNINGS).
Ziprasidane was asseciated with a mean increase in heart rate of 1.4 beats per minute compared
1o a{.2 beals per minute decrease among placebo patients.

Other Adverse Events Observed During he Premarkeling Evatuation of Ziprasidong
Fellowing is a list of COSTART terms that reflect treatment-emergent adverse evenls as defined
in 1he introduclion to the ADVERSE REACTIONS section reported by patients treatad with
Ziprasidene at multiple doses »4 mg/day within the dalabase of 3834 palients. All reporied
gvents are ncluded except those already listed in Table 1 or elsewhers in labeling, 1hose event
tarms that wera so general as to be uninformalive, events reporied only once and thal did not
fave a substantial probability of being aculely life-threatening, events 1hat are part of the illness
being Ireated or are atherwise comman as background events, and evenls considerad unlikely
to be drug-relalad. 't is important to emphasiza that, although the events reporled occurred dur-
ing treatmant with zipsasidone, they were not necessarily caused by it

Events are further categoized by body system and listed in order af decreasing frequency
according to the following definitions: frequent adverse evenls are those occurring in at least
14100 patienls (anly Ihose not already lisled in the labulated results from placebo-controlled trials
2ppear I this fisting); infrequent adverse evenls are those eccurring in 1/100 to 1/1006 patients;
fare events are thase occurdng in fewer than 1/1000 palients,

Bady as a Whole: Frequent: abdominal pain, flu syndrome, fever, accidentzl fali, face edema,
chills, pholosensitivity reaction, Fank pain, hypothermia, molor vehicle accident,

Cardiovaseular System: Freguent: hypertension; Infrequent: bradycardia, angina pectoris, atrial
fibritlation; Rare: lirst degree AV block, bundle branch black, phiebiis, pulmonary embolus, car-
diemegaly, cerebral infarcl, cerebrovascular accident, deep thrombophlebitis, myocarditis, throm-
hophlgbitis.

Digestive System: Frequent: vomiting; infrequent: rectal hemorrhage, dysphagia, tongue edema;
Rare: gum hemorrhage, faundice, fecal impaction, gamma glulamy| transpeplidase increased,
hematemesis, chofestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, falty liver
deposit, mefena_

Endocring: Aare; hypothyroidism, hyperthyroidism, thyroiditis.

Hemlc and Lymphatle System: infrequent: anemia, acchymosis, levkocytosis, laukopania,
eosinophilia, lymphadenopaihy; Rare: thrambecytopenia, hypochromic anemia, [ymphacytosis,
monocytosis, basophilia, lymphedema, polycythemia, thrombocythemia.

Metabiolic and Nutrilional Diserdars: /nfrequent: thirs!, fransaminase increased, paripheral edema,
fivperglycemia, creatine phosphokinase increased, alkaline phosphalase increased, hypercholes-
teremia, dehydration, lactic dehydragenase increased, albuminuria, hypokalemia; Aare: BUN increased,
creatinine increased, hypedipemia, hypocholesieremia, hyperkalemia, hypochloremia, hypaglycemia,
hypenatremia, hypoproteinemia, glucase tolerance decreased, gaut, hyperchloremia, hyperuricemia,
hypocalcermia, hypaglycemic reaclion, hypormagnesemia, kelosis, respiratory alkalnsis.,
Musculoskeletal System: /nfrequent: lenosynovitis; Rare: myapathy.

Nervous System: Frequent: agitation, fremar, dyskinesia, hostiiity, paresthesia, condusion, verligo,
hvpokinesia, hyperkinesia, abnormal gai, aculogyric crisis, hypesihesia, ataxia, amnesia, cogpwheel
rigidity, delirium, fiypotania, akinesia, dysarthria, withdrawai syndrome, buccogiossal syndrome,
choreoathetosis, diplopia, incaordination, neurcpathy: Rare: myaclonus, nyslagmus, lorticollis, circu-
maral paresthesia, op onas, reflexes i d, trismus.

Respiratary System: Freguent: dyspnea; Infrequent: pneumonia, epistaxis; Rare: hemoptysis,
laryngismus. '

$kin and Appendages: /nfrequent: maculopapular rash, urlicaria, alopecia, eczema, exfoliative
dermatitis, contact dermalitis, vesiculobuilous rash,

Spacial Senses: Infrequent: conjunctivitis, dry eyes, linnflus, blepharitis, cataract, pholophobia;
Aare: aye hemorchage, visual figld defect, keralitis, keratoconjunchivilis.

Uragenltal System: /nfrequent: impotence, abnormat sjaculation, amenorrhea, hematuria, men-
orrhagia, female lactation, polyuria, urinary retention, metrarrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Azre: gynecomaslia, vaginal hemarrhage, nocturia, oliguria, lemaie sex-
ual dysfuncion, ulerine hemorshage,

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class - Ziprasidone is not a controlled substance.

Physical and Psyehiological Depandence - Ziprasidone has not been systematically studied, in
anirnals ar humans, for ils potenlial for abuse. tolerange, ar physical dependence. While the clini-
cal trials did not reveal any tendency for drug-seeking behavios, these cbsarvations were not sys-
tematic and  is not possible to predict on 1he basis of this limited experience the extenl ta which
ziprasidone will be misused, diverled, and/or abused once markeled. Consequently, patients
should be evaluated carefully far a history of drug 2huse, and such patiants should be observed
closely for signs of ziprasidone misuse or ahuse (e.0., development of tolerance, increases in
dose, drug-seeking behavior). '

QVERDOSAGE
Human Experienes - In premarketing trials involving mare than 5400 patients and/or normal subjects,
accidental or intentional overdosage of ziprasidone was documented in 10 patients. Alf of these palients
survived withour sequelae, In the palient taking Ihe largest confirmed amount, 3240 mag, the only symp-

QVERDOSAGE (continved)
toms reported were minimal sedalicn, slurring ol speech, and transilory hypertension (200/95),

Managemeni of Overdosage - n case of acule overdosage, eslahlish and maintain an airway and
ensure adequale oxygenation and venlilafion. Inlravenous access should be established and gasiric
lavage {after intubation. if patient is unconscious) and adminisiration of aclivaled charcoal ingather
will alaxalive should be considered. The possibility of obtundation, seizure, or dystonic reagtion of
the head and neck lollowing cverdose may creale a risk of aspiration with induced emesis.

Cardiovascular menitaring should cammence immedialely and shouid include continuous eleclro-
cardiographic moniloring to datect possible arrhythmias. If antiarrhythmic therapy is administered,
disopyramide, procainamide, and quiniding carry a theoretical hazard of additive QT-prolonging
effects that might be additive to Ihese of ziprasidone.

Hypolension and circulalory collapse should be treated with appropriate measures such as intra-
venous fluids. Il sympathomimelic agents are used lor vascular suppornt, epinephrine and
dopamine should not be used, since beta stimulation combined with <y antagonism asseciated
with ziprasidone may worsen hypatension. Similarly, it is reasonable to expect that the alpha-
adrenergic-blocking properties of gretylium might be additive to thase of ziprasidone, resulting in
problematic hypalension.

in cases ol severe extrapyramidal symploms, anfichalinergic medicalion should be adminis-
tered. There is po specilic antidole to ziprasidone, and it is not dialyzable. The possibility ol mulli-
ple drug mvolvement should be considered. Clase medical supervision and mon/loring shouid
continue until the palient recavers.

DOSAGE AND ADMINISTRATION
When deciding among the allernalive trealments available for schizophrenia, the prescriber
should consider the finding of ziprasidone’s greater capacily to prolong the QT/QTc interval com-
pared to several ciher antipsychotic drugs (see WARNINGS).

Initial Treatmeat
GEODON Capsuies should be administered at an initial daily dose of 20 mg BID with leod. In some
patients, daily dosage may subsequently be adjusted on the basis of individual ciinical slatus up to80mg
BIC. Dosage adjusiments, if indicated, shoutd generally aceur al intervals of not less than 2 days, as
steady-stale s achieved within 1 o 3 days. n order to ensure vse of the lowest effective dose, ondinarily
patienls should be ohserved for improvement for several weeks before upward dosage adjustment.
Efficacy in schizaphrenia was demanstrated in a dose range of 20 lo 100 mg BID in short-termn,
placebo-centralled clinical trials. There were trends toward dose response within the ranga ol 20 to
480 mg 8iD, but results were not consislent. An increase to a dose qrealer than 80 mg BID is nat
generally recommended. The safety of doses above 100 mg BID has nol been syslematically evaju-
ated in clinical trials.

Dosing in $pecial Paprlations

Dosage adjustments are generally rat required on the basis of age, gender, race, or renal or
hepatic impairment.

Maintenance Traatmen|

While there is no body of evidance available to answer lhe question of how fong a patient trealed with
ziprasidene should remnain on it, syslematic evaluation of 2igrasidone has shown thal its efficacy in
schizophrenia is maintained for periods ot up lo 52 weeks a1 a dose of 2010 80 mg BID (see CLINICAL
PHARMACOLDGY). No addilional benefit was demonslraled for doses above 20 mg 81D. Palients
should be periodically reassessed lo delermine the need for maintenance treatmenl.

HOW SUPPLIED
GEODON™ Capsules are differentiatad by capsule color/size and are imprinted in black fnk wilh
“Pfizer" and a urigue number. GEODON Capsules are supplied {or oral administration in 20 mg
(blueswhite), 40 mg (biue/blue), 69 mg (whitewhile), and 80 myg (blueAwhite} capsules. They are sup-
plied in the lollowing strengths and package configurations:

GEODON™ Capsules
Package Capsule
Coniiguralion Strenglh {mg) NDC Code {mprint
Botlies of 60 20 NDC-0049-3960-60 396
Botlles of 60 40 NOC-0049-3970-60 397
Bottles ol 60 60 NDC-0049-2980-60 398
Boltles of 60 80 NDG-06049-3990-60 399
Unit dose /80 20 NDGC-0049-3560-41 39
Unil dose / 80 40 NDC-0049-3970-41 397
Unit dose /80 60 NDC-0049-3980-41 394
Unit dose 7 80 80 NDC-0049-3990-41 299

S1grage and Handling - GEGDON Capsules should he slored at contralied ropom temperature,
15°-30°C {59°-86°F).

Rx only ©2001 PFIZER INC




PATIENT SUMMARY OF INFORMATION
ABOUT

GEODON™

(ziprasidone HCI)

= Informatian far palients laking GEODON or their caregivers

This summary conlains impartant inlprmation abaul GEODAON. It is not meant 1o 1ake the place
of yeur doclor's instructions. Read this information carefully befare you take GECOON. Ask
your doctor ar pharmacist if you do not understand any of this infarmalion ar il you want to
know mare about GEQDON.

> What is GEODON?

GEODON is a type of prescription medicine called an antipsychotic. Antipsychotics are medicines
used fe treat symptoms of schizaphrenia that may include:

» hearing voices, seeing things, or sensing lhings that are not there

* Mistaken heliefs

* unusual suspiciousness

* becorning withdrawn from famity and friends

If you show a response %o GEODON, your symploms may improve. If you continue to lake
GECQDON, there is less chance of your symplams returning. Do nol stap 1aking the capsules even
when you feel betler wilhaut discusséng this wilb your doglor, ’

> Whal is the mast impertant information { should know aboul GEODON?

GEODOM is a drug to treat your symptomns of schizophrenia. It is effective but it may have a
greater risk than some other drugs for schizophrenia because it may change the way the elec-
trical current in your hearl works move 1han some ather drugs. |l only changes it a litlle and we
do not know whether this will be harmful, but some other drugs that cause this kind of change
have sametimes caused rare dangerous heart rhythm abnormalities. Secause of this pessible
risk (we don’l krow yel if there really is a risk}, GEODON should be used only after your doc-
fer has considered this risk for GEODON against the risks and benefils of other medications
available for treating schizophrenia,

Your risk of dangerous changes in hearl riythm can be increased by ather medicines you
are taking and by certain heart condiions that you may already have. Therefore, it is important
10 1ell your doctor about any olher medicines thal vou take, including non-prescription medi-
cines, sugplements, and herbal medicines. You must also lell your doctar about any heart prob-
lems you have or have had,

> Who shouid NOT take GEQDON?

Anylhing thal can increase the chance af a hearl rhythm abnarmality should be avoided.

Therefors, do not take GEODON if:

* You have certain heart diseases, for example, long OT syndrome, a recent heart attack, severe heart
faifure, or cerain imegularities of hean rhythm {discuss the specifics with your dactar)

» You are currently taking medications thal should nat be laken in combination with Aprasidene, for
xample, quinidine, pimozide, satalol, thioridazin, moxilloxacin, or sparfloxacin.

> What To Tell Your Doctor Before You Starl GEODQON

Only yaur doctor can dacide if GEOCON is right for yau, Befare you start GEGDDN, be sure to

1ell year dactor if vou: .

= have had any problern with the way vour heart beats ar any heart related iliness or disease

= any family history ol heart disease

* have had any prablem with fainling or diziness

» are laking or have recently taken any prescripfion medicines

* are taking any over-the-counler medicines you can buy without a prescription, inciuding natu-
ral/eral remedies

= have had any problems with your liver

“ are pregnant, might be pregnanl, or plan ta get pregnant

~are breas! feeding

= are allergic to any medicines

» have gver had an allergic reaction lo ziprasidone or any of Ihe other ingredienls of GEGDON cap-
sules. Ask your doctor or pharmacist lor a fist of these ingredienls

Your doctor may want yau to gel additianal aboralory lests to see if GEODON is an apprapriate

ireatment for you.

> GEGDGN And Other Medicines
There are some medications thal may be unsale to use when taking GEODON, and there are
some medicines that can affect how well GEODON works. While you are on GEQDON, check with

yeur doctar hefare slarting any new prescription or over-the-counler medications, including nat-
uraltherbal remedies.

> How To Take GEODON

= Take GEODGN oniy as directed by your daclor.
= Swallow the capsules whele.

* The capsules should be taken wilh 1ood.

* ltis besl to take GEODON at the same lime each day.

* GEODON may 1ake a Tew weeks to wark it is imporiant o be patient,

+ Do not change your dose or stop 1aking your medicine withoul your doctor's approval,
*+ Remember to keep taking your capsules, even when you feef betler,

> Passible Side Effects

Because these problems could mean ¥ou're having a heart rhythm abnarmality, contact your
doctor IMMEDIATELY i you:
« Faint or lose constiousness
= Feel a change in the weay 1hat your hearl beats {paipitations)
Gommaon side effects of GEQDCN include the following and should alsg be discussed with your
daclor if they occur:
~Feeling unusually lired or sleepy
» Nausea or upsel stomach
= Constipation
» Oizziness
* Restlessness
* Atnermal muscle movements, including tremar, shuffiing, and uncontrallag invaluntary movments
= Diarrhiea
+Rash
= Incrzased cough/minny nose
If you develop any side effects that concern you, talk with your doclor. I is particularly
important lo tel! your dactor if you have diarrhea. vomiting, or another illness that can cause
you to lose fluids. Your doctor may want to check your blocd to make sure that you have the
right amounl of impartant salts after such illnesses.

For 2 list of ail side effects Ihat have been reported, ask your doctor or pharmacist for lhe
GEQDON Prafessianal Package Insert.

> Whal Ta Do For An Overdose

In case of an overdose, call your dactor or poisan control center righl away or §o to the neares(
eMErgency room.

= Other Imperiant Safety Informalion
Dizziness caused by a drop in yaur bload pressure may occur with GEQDON, espesiaily when You

first starl taking this medication or when the dosa is increased. If this happens, he careful not to
stand up leo quickly, and talk to vour docier about the problem,

Balore taking GEODON, tall your damurifyod are pregnant or plan on beceming pregnant. [t is
advised that you dan't breast feed an infant if vau are faking GEQDON,

Because GEODON can cause sleepiness, be careful when operating machinery or driving
a motor vehicie,

Since medications af the same drug class as GEQDON may interfere with the ahility of the bady
Lo adjust 1o heat, it is best 1o avoid sHuaticns involving high temperature or humidity.

ILis best to avoid consuming alcaholic beverages while taking GEQDON,

Cali your doctor fmmediataly it you take more than ihe amaunt of GEQDON prescribed by
your doclor.

GEODON has not been shiown to be safe or efective in the treatmenl of children and
teenagers under Lhe age of 18 years ofd.

Keep GECDON and all medicines oul of the reach of children.
= How To Store GEDDOM

Store GEODON capsules at room temperature (58°-86°F or 15°-30°C).
> For Mare Infermation About GEQDON

This sheet is enly a summary. It you have any questions ar want more information about GEODON,
talk with yeur doctar or pharmarist, You can also visit the Pfizer interne sile at www.plizer.com.
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"ANTIPSYCHOTIC THERAPY

A well-characterized ECG profile

TheAsaf‘ety profile of GEODON has been evaluated in one of the largest
phase il/1ll clinical trials programs for an antipsychotic agent'

GEODQN premarketing clinical trials—

* No torsade de pointes was seen in over 4500 patients treated with GEODON
for 1733 patient-years of exposure

* There was a rare incidence of a QT interval >500 msec (0.06% for GEODON
vs 0.23% for placebo}

* The effect on the QT interval was not augmented in the presence of metabolic
inhibition in a phase | study

¢ | ow incidence of syncope (0.6%) and seizure (0.4%) comparable to placebo

¢ Although overdose experience was limited (n=10; range 300—-3420 mg),
all patients survived without sequelae

GEODON postmarketing experience —
* Experience to date has generally been consistent with the GEODON clinical trial database

GEODON is indicated for the treatment of schizophrenia. GEODON has a greater capacity

to prolong the QT interval than several antipsychotics. In some other drugs, QT prolongation
has been associated with torsade de pointes, a potentially fatal arrhythmia. in many cases this
woulld lead to the conclusion that other drugs should be tried first. GEODON is contraindicated
in patients with a known history of QT prolongation, recent acute myocardial infarction, or
uncompensated heart failure, and should not be used with other QT-prolonging drugs.

GEODON"
[ziprasidone HC)

See the difference™

Please see {ull prescribing information inside pocket.




ANTIPSYCHOTIC THERAPY

 Effects on the ECG

In ECGs from short-term, fixed-dose, placebo-controlled trials of GEODON ...
Mean QT, interval changes by dose of GEODON'

Treatment Group “ Mean Changes

Placebo 250 ~2.6 msec
© GEODON <80mgid  ~ ~ '~ 280 - - 06msec
- GEbDON 80 mg/d - 138 5.9 msec
'GEODON 120mgd .. . "o . 77msec
- GEODON 160 rﬁg/d‘ | B 100 9.7 msec
":éEdDQN s00mgd. . .17 o  4msec

* Doses of less than 80 mg/day were associated with little change from baseline’

¢ The mean increase in QT interval at daily doses between 80 mg and 200 mg ranged
from 5.9 msec to 9.7 msec!

* When the dose was increased to >160 mg, no further protongation of the QT interval
was observed'

Patients at risk for significant electrolyte disturbances should have baseline measurements
performed before initiating GEODON, as hypokalemia and hypomagnesemia may increase
the risk of QT prolongation and arrhythmia. Patients on diuretics should be monitored.

GEODON'
[ziprasidone HCIl

See the difference™

Please see full prescribing information inside pocket.




Baseline QT; intervals did not predict observed changes in QT intervals during
treatment with GEODON'

120 — QT Interval Change From Baseline QT Interval
n=2988

BO —

40 —

405 —

Change from baseline (msec)

-80 - -

120 L 1 1 l ! 1 1 !
300 325 350 ars 400 425 450 475 500

Baseline QT interval (msec)

All phase I stugies.

* In general, patients with higher baseline QT intervals experienced the greatest decrease
in their QT intervals and patients with lower baseline QT. intervals experienced the greatest
increase; this can be described as regression to the mean

* Therefore, baseline ECG evaluations were not predictive of QT interval changes
for GEODON-treated patients

Only 2 of 2988 (0.06%) patients receiving GEODON had QT, intervals
>500 msec compared to 1 of 440 (0.23%) patients receiving placebo
— neither case suggested a role of GEODON

— one patient had a history of a prolonged QT interval and a screening measurement
of 489 msec—during GEODON treatment, QT interval was 503 msec

— the other patient had a QT interval of 391 msec at the end of GEODON treatment -—after
switching to thioridazine, the patient had QT,, measurements of 518 and 593 msec

— GEODON should be discontinued in patients with persistent QT, interval
measurements >500 msec

2.6% of GEODON-treated patients had QT interval changes of >60 msec

{vs 1.2% of patients on placebo)
GEODON
ziprasidone HC|

See the difference™

Please see full prescribing information inside pocket.




 ANTIPSYCHOTIC THERAPY

" A well-characterized ECG profile

In a rigorously controlled Phase I study...
Mean QT change at steady-state C, . in the absence of metabolic inhibitors'

a0 —

a0 I Mean change with 95% Ci %

o
o
|

]

[] 3

~ Mean (95% CI) QT,, intarval
change from baseline {msec)

0
Hatoperidot GEODON Cusliapine Risperidone Olanzapine Thieridazine
15 mg/d 160 mg/d 750 mg/d -8 mg/d 20 mg/d 300 mg/d
(n=27) (n=31) (n=27) {n=25) (n=24} (n=30)

Baseline correction. Data on fila, Pfizer Ing,

Arandamized, paraliel-group, open-label study of 164 palients with stabie schizophrenia. ECGs were administered &t maxirrium concertrations wilh and without
a metabolic inhibitor. ECGs were repeated to ensure accurale assessment and were blinded and centrally read. Palients were randomized to receive GEODON
160 mg/day, isperidone 6-8 mg/day, olarzapine 20 mg/day, quetiapine 750 mg/day, thicridazine 300 mg/day, or haloperidol 15 mg/day.'

The effect of GEODON on the QT interval was not augmented in the presence
of potent metabolic inhibition’

. GEODON ketoconazole CYP3A4
Slanzépi 'r'uvoxamme CYP1A2 R,

Quetlaplne ketoconazole | CYP3A4

Fhspe, done paroxetme 2T P * :‘CYP2D6'. 2
Halopendol ketoconazole and paroxetme CYP3A4 & 2D6
- Thio __paroxetme . | CYF'2D6

As with other antipsychotics, GEODON should be used cautiously in patients with
a history of seizures or with conditions that lower the seizure threshold.

REFERENCE: 1. Data on file. Pfizer Inc., New York, NY. G E o D o N ™
(ziprasidone HC)

See the difference™
Please see full prescribing information inside pocket,
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@ %GEODON has been on the US market for over
1 year. In that time:
A. Over 1/2 million prescriptions have been written
B. Over 20,000 physicians prescribed GEODON
to aver 184,000 patients
C. Over 75% of managed care patients are now covered
D. Medicaid has approved GECDON in all 50 stales
E. All of the above

#:&lIn a 6-week study vs placebo, GEODON
demonstrated significant improvement
in overall symptoms of schizophrenia at:
A. Week 1 ‘

B. Week 6
C. Neither of the above
D.BothAand B

‘In short-term trials with GEODON, the most
commonly observed adverse events at an
incidence of >5% and at least twice the rate
of placébo were:

A. Somnolence, respiratory disorders, and EPS
B. Weight gain, headache, and nausea

C. Agitation and insomnia

D. Tardive dyskinesia and headache

n a 6-week study vs olanzapine, GEODON
showed improvement in:

A. Positive symptoms in the acute phase

B. Negative symptomns

C. Associated depressive symptoms

D. All of the above

=3In a 1-year study, GEODON demonstrated
" a significant reduction at 1 year in:

A, Time to relapse

B. Rate of relapse

C. Both of the above

D. Neither of the above

i GEODON has a well-characterized

"~ ECG profile, with:
A. No torsade de pointes in clinical trials
B. A rare incidence of a QT interval >500 msec
C. No confirmed cases of torsade de pointes

in postmarketing experience

D. Low incidence of syncope and seizure
E. Al of the above

Please see full prescribing information in accompanying brachure.

GZ1103956

s BPatients who should not take GEODON

include those with:

A. A known history of QT prolongation
B. Recent acute myocardial infarction
C. Uncompensated heart failure

D. All of the above

Whlch of the following statements about

" the GEODON weight profile are true:

A. In a 6-week study, weight change was 2.0 los
for GEODON vs 8.0 |bs for olanzapine

B. In short-term trials, weight change with GEODON
was comparable to placebo

C. 10% of GECDON-treated patients experienced
a weight gain of 7% of body weight vs 4%
for placebo

D. All of the above

f@: a 6-week study vs olanzapine, the difference

between GEODON and olanzapine was significant
at endpoint for the following:

A. Total cholesterol levels

B. LDL cholesterol levels

C. Triglyceride levels

D.Band C

E. All of the above

:After initiating therapy with GEODON, dosing

may be adjusted by:
A. Day 3

B.Day 6

C. Wesak 1

D. Week 2

+++In an 8-week study vs risperidone, GEODON
" demonstrated control of positive and negative

symptoms of schizophrenia that was:
A. Significantly greater than risperidone
B. Significantly less than risperidone

C. Comparable with risperidone

D. Data do not include these results

-7 In clinical studies, GEODON has demonstrated:
A. Comparable efficacy with olanzapine and risperidone

B. Low incidence of EPS, akathisia, prolactin elevation,
and sexual dysfunction

C. A weight-neutral profile

D. No adverse effects on total and LDL cholesterol
and triglyceride levels

E. All of the above




