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INDICATIONS AND USAGE
ROZEREM is indicated for the treatment of insomnia characterized by diffi-
culty with sleep onset.

CONTRAINDICATIONS
ROZEREM is contraindicated in patients with a hypersensitivity to ramelteon
or any components of the ROZEREM formulation.

WARNINGS

Since sleep disturbances may be the presenting manifestation of a physical
and/or psychiatric disorder, symptomatic treatment of insomnia should be
initiated only after a careful evaluation of the patient. The failure of insomnia
to remit after a reasonable period of treatment may indicate the presence

of a primary psychiatric and/or medical iliness that should be evaluated.
Worsening of insomnia, or the emergence of new cognitive or behavioral
abnormalities, may be the result of an unrecognized underlying psychiatric or
physical disorder and requires further evaluation of the patient. As with other
hypnotics, exacerbation of insomnia and emergence of cognitive and behav-
ioral abnormalities were seen with ROZEREM during the clinical development
program.

ROZEREM should not be used by patients with severe hepatic impairment.

ROZEREM should not be used in combination with fluvoxamine (see PRE-
CAUTIONS: Drug Interactions).

A variety of cognitive and behavior changes have been reported to occur in
association with the use of hypnotics. In primarily depressed patients,
worsening of depression, including suicidal ideation, has been reported

in with the use of

Patients should avoid engaging in hazardous activities that require concentra-
tion (such as operating a motor vehicle or heavy machinery) after taking
ROZEREM

After taking ROZEREM, patients should confine their activities to those neces-
sary to prepare for bed.

PRECAUTIONS

General

ROZEREM has not been studied in subjects with severe sleep apnea or
severe COPD and is not r for use in those

Patients should be advised to exercise caution if they consume alcohol in
combination with ROZEREM.

Use in Adolescents and Children
ROZEREM has been associated with an effect on reproductive hormones in
adults, e.g. decreased testosterone levels and increased prolactin levels. It is
not known what effect chronic or even chronic intermittent use of ROZEREM
may have on the reproductive axis in developing humans (see Pediatric Use).
Information for Patients
Patients should be advised to take ROZEREM within 30 minutes prior to
going to bed and should confine their activities to those necessary to prepare
for bed.
Patients should be advised to avoid engaging in hazardous activities (such as
operating a motor vehicle or heavy machinery) after taking ROZEREM.
Patients should be advised that they should not take ROZEREM with or
immediately after a high fat meal.
Patients should be advised to consult their health care provider if they experi-
ence worsening of insomnia or any new behavioral signs or symptoms of
concern.
Patients should consult their health care provider if they experience one of
the following: cessation of menses or galactorrhea in females, decreased
libido, or problems with fertility.
Laboratory Tests
No standard monitoring is required.
For patients presenting with unexplained amenorrhea, galactorrhea, decreased
libido, or problems with fertility, assessment of prolactin levels and testos-
terone levels should be considered as appropriate.
Drug Interactions
ROZEREM has a highly variable inter-subject pharmacokinetic profile
(approximately 100% coefficient of variation in Cpax and AUC). As noted
above, CYP1A2 is the major isozyme involved in the metabolism of
ROZEREM; the CYP2C subfamily and CYP3A4 isozymes are also involved
to a minor degree.
Effects of Other Drugs on ROZEREM Metabolism
Fluvoxamine (strong CYP1AZ2 inhibitor): When fluvoxamine 100 mg twice
daily was administered for 3 days prior to single-dose co-administration of
ROZEREM 16 mg and fluvoxamine, the AUC.in for ramelteon increased
approximately 190-fold, and the Crnay increased approximately 70-fold,
compared to ROZEREM administered alone. ROZEREM should not be used
in combination with fluvoxamine (See WARNINGS). Other less potent
CYP1A2 inhibitors have not been adequately studied. ROZEREM should be
administered with caution to patients taking less strong CYP1A2 inhibitors.
Rifampin (strong CYP enzyme inducer): Administration of rifampin 600 mg
once daily for 11 days resulted in a mean decrease of approximately 80%
(40% to 90%) in total exposure to ramelteon and metabolite M-II, (both
AUCq.in and Cpnay) after a single 32 mg dose of ROZEREM. Efficacy may be
reduced when ROZEREM is used in combination with strong CYP enzyme
inducers such as rifampin.
Ketoconazole (strong CYP3A4 inhibitor): The AUCq.inr and Crax 0f ramelteon
increased by approximately 84% and 36%, respectively, when a single 16 mg
dose of ROZEREM was adm\nlstered on the fourth day of ketoconazole
200 mg twice daily to i ROZEREM
alone. Similar increases were seen in M- II pharmacokmetlc vanables
ROZEREM should be administered with caution in subjects taking strong
CYP3A4 inhibitors such as ketoconazole.
Fluconazole (strong CYP2C9 inhibitor): The total and peak systemic exposure
(AUCq.in and Crya) 0f ramelteon after a single 16 mg dose of ROZEREM was
increased by approximately 150% when administered with fluconazole.
Similar increases were also seen in M-Il exposure. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such
as fluconazole.

ion studies of cc i inistration of ROZEREM with fluoxe-
tine (CYP2D6 inhibitor), omeprazole (CYP1A2 inducer/CYP2C19 inhibitor),
theophylline (CYP1A2 substrate), and dextromethorphan (CYP2D6 substrate)
did not produce clinically meaningful changes in either peak or total expo-
sures to ramelteon or the M-Il metabolite.
Effects of ROZEREM on Metabolism of Other Drugs
Concomitant administration of ROZEREM with omeprazole (CYP2C19 sub-
strate), dextromethorphan (CYP2D6 substrate), midazolam (CYP3A4
substrate), theophylline (CYP1A2 substrate), digoxin (p-glycoprotein sub-
strate), and warfarin (CYP2C9 [S]/CYP1A2 [R] substrate) did not produce
clinically meaningful changes in peak and total exposures to these drugs.
Effect of Alcohol on Rozerem
Alcohol: With single-dose, daytime of ROZEREM 32 mg
and alcohol (0.6 g/kg), there were no clinically i or sig-

nificant effects on peak or total exposure to ROZEREM. However, an additive
effect was seen on some measures of psychomotor performance (i.e., the
Digit Symbol Substitution Test, the Psychomotor Vigilance Task Test, and a
Visual Analog Scale of sedation) at some post-dose time points. No additive
effect was seen on the Delayed Word Recognition Test. Because alcohol by
itself impairs performance, and the intended effect of ROZEREM is to pro-
mote sleep, patients should be cautioned not to consume alcohol when using
ROZEREM

Drug/Laboratory Test Interactions

ROZEREM is not known to interfere with commonly used clinical laboratory
tests. In addition, in vitro data indicate that ramelteon does not cause false-
positive results for benzodiazepines, opiates, barbiturates, cocaine, cannabi-
noids, or amphetamines in two standard urine drug screening methods

in vitro.

Carci i is, and
Carcinogenesis

In a two-year carcinogenicity study, B6C3F; mice were

of Fertility

higher than the ic exposure to
the MRHD based on AUC).
The effects of ramelteon on pre- and post-natal development in the rat were
studied by administration of ramelteon to the pregnant rat by oral gavage at
doses of 0, 30, 100, or 300 mg/kg/day from day 6 of gestation through par-
turition to postnatal (lactation) day 21, at which time offspring were weaned.
Maternal toxicity was noted at doses of 100 mg/kg/day or greater and con-
sisted of reduced body weight gain and increased adrenal gland weight.
Reduced body weight during the post-weaning period was also noticed in the
offsprmg of the groups given 100 mg/kg/day and higher. Offspring in the

day group physical and delays
including delayed eruption of the lower incisors, a delayed acquisition of the
righting reflex, and an alteration of emotional response. These delays are
often observed in the presence of reduced offspring body weight but may
still be indicative of developmental delay. An apparent decrease in the viability
of offspring in the 300 mg/kg/day group was likely due to altered maternal
behavior and function observed at this dose level. Offspring of the

and M-I, resp , at

at doses of 0, 30, 100, 300, or 1000 mg/kg/day by oral gavage. Male mice
exhibited a dose-related increase in the incidence of hepatic tumors at dose
levels =100 mg/kg/day including hepatic adenoma, hepatic carcinoma, and
Female mice ped a dose-related increase in the inci-
dence of hepatic adenomas at dose levels > 300 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors in male mice was 30 mg/kg/day (103-times and 3-times the therapeu-
tic exposure to ramelteon and the active metabolite M-I1, respectively, at the
maximum recommended human dose [MRHD] based on an area-under-the-
curve [AUC] comparison). The no-effect level for hepatic tumors in female
mice was 100 mg/kg/day (827-times and 12-times the therapeutic exposure
to ramelteon and M-I1, respectively, at the MRHD based on AUC).
In a two-year carci icity study in the Sprague-Dawley rat,
male and female rats were administered ramelteon at doses of 0, 15, 60,
250 or 1000 mg/kg/day by oral gavage. Male rats exhibited a dose-related
increase in the incidence of hepatic adenoma and benign Leydig cell tumors
of the testis at dose levels > 250 mg/kg/day and hepatic carcinoma at the
1000 mg/kg/day dose level. Female rats exhibited a dose-related increase in
the incidence of hepatic adenoma at dose levels > 60 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors and benign Leydig cell tumors in male rats was 60 mg/kg/day
(1,429-times and 12-times the therapeutic exposure to ramelteon and M-Il
respectively, at the MRHD based on AUC). The no-effect level for hepatic
tumors in female rats was 15 mg/kg/day (472-times and 16-times the
exposure to and M-I, resp , at the MRHD
based on AUC).
The development of hepatic tumors in rodents following chronic treatment
with non-genotoxic compounds may be secondary to microsomal enzyme
induction, a mechanism for tumor generation not thought to occur in
humans. Leydig cell tumor development following treatment with non-
genotoxic compounds in rodents has been linked to reductions in circulating
levels with y increases in luteinizing hormone
release, which is a known proliferative stimulus to Leydig cells in the rat
testis. Rat Leydig cells are more sensitive to the stimulatory effects of
|uteinizing hormone than human Leydig cells. In mechanistic studies con-
ducted in the rat, daily ramelteon administration at 250 and 1000 mg/kg/day
for 4 weeks was associated with a reduction in plasma testosterone levels.
In the same study, luteinizing hormone levels were elevated over a 24 hour
period after the last ramelteon treatment; however, the durability of this
luteinizing hormone finding and its support for the proposed mechanistic
explanation was not clearly established.
Although the rodent tumors observed following ramelteon treatment occurred
at plasma levels of ramelteon and M-I in excess of mean clinical plasma con-
centrations at the MRHD, the relevance of both rodent hepatic tumors and
benign rat Leydig cell tumors to humans is not known.
Mutagenesis
Ramelteon was not genotoxic in the following: in vitro bacterial reverse muta-
tion (Ames) assay; in yitro mammalian cell gene mutation assay using the
mouse lymphoma TK*'~ cell line; in vivo/in vitro unscheduled DNA synthesis
assay in rat hepatocytes; and in in vivo micronucleus assays conducted in
mouse and rat. Ramelteon was positive in the chromosomal aberration assay
in Chinese hamster lung cells in the presence of S9 metabolic activation.
Separate studies indicated that the concentration of the M-Il metabolite
formed by the rat liver S9 fraction used in the in vitro genetic toxicology
studies described above, exceeded the concentration of ramelteon; therefore,
the genotoxic potential of the M-Il metabolite was also assessed in these
studies.
Impairment of Fertility
Ramelteon was administered to male and female Sprague-Dawley rats in
an initial fertility and early embryonic development study at dose levels of
6, 60, or 600 mg/kg/day. No effects on male or female mating or fertility were
observed with a ramelteon dose up to 600 mg/kg/day (786-times higher than
the MRHD on a mg/m? basis). Irregular estrus cycles, reduction in the num-
ber of implants, and reduction in the number of live embryos were noted with
dosing females at > 60 mg/kg/day (79-times higher than the MRHD on a
mg/m2 basm) A reduction in Ihe number of corpora lutea occurred at the
600 mg/kg/day dose level. up to 600 mg/kg/d
to male rats for 7 weeks had no effect on sperm quality and when the 1reated
male rats were mated with untreated female rats there was no effect on
implants or embryos. In a repeat of this study using oral administration of
ramelteon at 20, 60 or 200 mg/kg/day for the same study duration, females
demonstrated irregular estrus cycles with doses > 60 mg/kg/day, but no
effects were seen on implantation or embryo viability. The no-effect dose for
fertility endpoints was 20 mg/ka/day in females (26-times the MRHD on a
mg/m? basis) and 600 mg/kg/day in males (786-times higher than the MRHD
on a mg/m? basis) when considering all studies.
Pregnancy: Pregnancy Category C
Ramelteon has been shown to be a developmental teratogen in the rat when
given in doses 197 times higher than the maximum recommended human
dose [MRHD] on a mg/m2 basis. There are no adequate and well-controlled
studies in pregnant women. Ramelteon should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.
The effects of ramelteon on embryo-fetal development were assessed in both
the rat and rabbit. Pregnant rats were administered ramelteon by oral gavage
at doses of 0, 10, 40, 150, or 600 mg/kg/day during gestation days 6-17,
which is the period of organogenesis in this species. Evidence of maternal
toxicity and fetal teratogenicity was observed at doses greater than or equal
to 150 mg/kg/day. Maternal toxicity was chiefly characterized by decreased
body weight and, at 600 mg/kg/day, ataxia and move-
ment. At maternally toxic doses (150 mg/kg/day or greater), the fetuses
demonstrated visceral malformations consisting of diaphragmatic hernia and
minor anatomical variations of the skeleton (irregularly shaped scapula). At
600 mg/kg/day, reductions in fetal body weights and malformations including
cysts on the external genitalia were additionally observed. The no-effect level
for teratogenicity in this study was 40 mg/kg/day (1,892-times and 45-times
higher than the therapeutic exposure to ramelteon and the active metabolite
M-I, respectively, at the MRHD based on an area-under-the-curve [AUC]
comparison). Pregnant rabbits were administered ramelteon by oral gavage
at doses of 0, 12, 60, or 300 mg/kg/day during gestation days 6-18, which is
the period of organogenesis in this species. Although maternal toxicity was
apparent with a ramelteon dose of 300 mg/kg/day, no evidence of fetal effects
or Ieratogemcny was associated with any dose level. The no-effect level for
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was, therefore, 300 mg/kg/day (11,862-times and 99-times

RAM-00240

300 mg/kg/day group also showed evidence of diaphragmatic hernia, a find-
ing observed in the embryo-fetal development study previously described.
There were no effects on the reproductive capacity of offspring and the
resulting progeny were not different from those of vehicle-treated offspring.
The no-effect level for pre- and postnatal development in this study was

30 mg/kg/day (39-times higher than the MRHD on a mg/m? basis).

Labor and Delivery

The potential effects of ROZEREM on the duration of labor and/or delivery, for
either the mother or the fetus, have not been studied. ROZEREM has no
established use in labor and delivery.

Nursing Mothers

Ramelteon is secreted into the milk of lactating rats. It is not known whether
this drug is excreted in human milk. No clinical studies in nursing mothers
have been performed. The use of ROZEREM in nursing mothers is not
recommended.

Pediatric Use

Safety and effectiveness of ROZEREM in pediatric patients have not been
established. Further study is needed prior to determining that this product
may be used safely in pre-pubescent and pubescent patients.

Geriatric Use

A total of 654 subjects in double-blind, placebo-controlled, efficacy trials who
received ROZEREM were at least 65 years of age; of these, 199 were 75 years
of age or older. No overall differences in safety or efficacy were observed
between elderly and younger adult subjects.

ADVERSE REACTIONS

Overview

The data described in this section reflect exposure to ROZEREM in 4251 sub-
jects, including 346 exposed for 6 months or longer, and 473 subjects for
one year.

Adverse i ing in Dit inuation of

Five percent of the 3594 individual subjects exposed to ROZEREM in clinical
studies discontinued treatment owing to an adverse event, compared with
2% of the 1370 subjects receiving placebo. The most frequent adverse events
leading to discontinuation in subjects receiving ROZEREM were somnolence
(0.8%), dizziness (0.5%), nausea (0.3%), fatigue (0.3%), headache (0.3%),
and insomnia (0.3%).

ROZEREM Most Commonly Observed Adverse Events in Phase 1-3 trials
The incidence of adverse events during the Phase 1 through 3 trials

(% placebo, n=1370; % ramelteon [8 mg], n=1250) were: headache NOS
(7%, 7%), somnolence (3%, 5%), fatigue (2%, 4%), dizziness (3%, 5%),
nausea (2%, 3%), insomnia exacerbated (2%, 3%), upper respiratory tract
infection NOS (2%, 3%), diarrhea NOS (2%, 2%), myalgia (1%, 2%),
depression (1%, 2%), dysgeusia (1%, 2%), arthralgia (1%, 2%),

influenza (0, 1%), blood cortisol decreased (0, 1%)

Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly com-
pared to rates in clinical trials of other drugs, and may not reflect the rates
observed in practice. The adverse reaction information from clinical trials
does, however, provide a basis for identifying the adverse events that appear
to be related to drug use and for approximating rates.

DRUG ABUSE AND DEPENDENCE

ROZEREM is not a controlled substance.

Human Data: See the CLINICAL TRIALS section, Studies Pertinent to
Safety Concerns for Sleep-Promoting Agents in the Complete Prescribing
Information.

Animal Data. Ramelteon did not produce any signals from animal behavioral
studies indicating that the drug produces rewarding effects. Monkeys did not
self-administer ramelteon and the drug did not induce a conditioned place
preference in rats. There was no generalization between ramelteon and
midazolam. Ramelteon did not affect rotorod performance, an indicator of
disruption of motor function, and it did not potentiate the ability of diazepam
to interfere with rotorod performance.

Discontinuation of ramelteon in animals or in humans after chronic adminis-
tration did not produce withdrawal signs. Ramelteon does not appear to
produce physical dependence.

OVERDOSAGE

Signs and Symptoms

No cases of ROZEREM overdose have been reported during clinical develop-
ment.

ROZEREM was administered in single doses up to 160 mg in an abuse liabil-
ity trial. No safety or tolerability concerns were seen.

Recommended Treatment

General symptomatic and supportive measures should be used, along with
immediate gastric lavage where appropriate. Intravenous fluids should be
administered as needed. As in all cases of drug overdose, respiration, pulse,
blood pressure, and other appropriate vital signs should be monitored, and
general supportive measures employed.

Hemodialysis does not effectively reduce exposure to ROZEREM. Therefore,
the use of dialysis in the treatment of overdosage is not appropriate.

Poison Control Center

As with the of all the bility of multiple drug
ingestion should be considered. The physician may contact a poison control
center for current information on the management of overdosage.

Rx only
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IN A NOVEL
CLASS OF

SLEEP

AGENTS

v *
Start and stay with nonscheduled Rozerem —
ZERO evidence of abuse or dependence

.
Clinical studies show no evidence
of potential abuse, dependence, or withdrawal*

¢ First and only—nonscheduled prescription
insomnia medication...not a controlled
substance and approved for long-term use'

e First and only—prescription insomnia medication
that targets the normal sleep-wake cycle'

e First and only—prescription insomnia medication
with no evidence of abuse potential in
clinical studies’

e First and only—prescription insomnia medication
that does not promote sleep by CNS depression’

* Promote sleep with Rozerem—patients who
took Rozerem fell asleep faster than those who
took placebo!

® One simple 8-mg dose’

*Rozeremi.is not a controlled substance. A clinical abuse liability study.
showed nodifferences indicative of abuse potential between Rozerem
and placebo at doses up to 20 times the recommended dose (N=14).
Three 35-day insomnia studies showed no evidence of rebound insomnia
or withdrawal symptoms with-Rézerem compared to placebo (N=2082)."?

Please visit www.rozerem.com

Rozerem is indicated for the treatment of insomnia
characterized by difficulty with sleep onset. Rozerem can
be prescribed for long-term use. Rozerem should not be
used in patients with hypersensitivity to any components
of the formulation, severe hepatic impairment, or in
combination with fluvoxamine. Failure of insomnia to remit
after a reasonable period of time should be medically
evaluated, as this may be the result of an unrecognized
underlying medical disorder. Hypnotics should be
administered with caution to patients exhibiting signs and
symptoms of depression. Rozerem has not been studied in
patients with severe sleep apnea, severe COPD, or in
children or adolescents. The effects in these populations
are unknown. Avoid taking Rozerem with alcohol. Rozerem
has been associated with decreased testosterone levels
and increased prolactin levels. Health professionals should
be mindful of any unexplained symptoms possibly
associated with such changes in these hormone levels.
Rozerem should not be taken with or immediately after a
high-fat meal. Rozerem should be taken within 30 minutes
before goingite-bed-and activities confined to preparing
for bed. The most common adverse events seen with
Rozerem that had at least a 2% incidence difference from
placebo were somnolence, dizziness, and fatigue.

Please see adjacent Brief Summary of Prescribing Information.

Rozerem.
ramelteon s.mg wbiess

Proven for sleep.
Nonscheduled for added safety.

Rozeremmw is a trademark of Takeda Pharmaceutical Company Limited and used under license by Takeda Pharmaceuticals North America, Inc.
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You wrote “ZYPREXA."
Will your patient leave the pharmacy with something else?

With over 4,000 drugs on the market and more than 8 million prescriptions filled every day,
medication errors can and do occur. For example, ZYPREXA and Zyrtec” (cetirizine HCI)
have been mistaken, one for the other, in the past.

To help avoid such medication errors, the Institute for Safe Medication Practices
(ISMP) recommends that physicians:

- Print the medication’s brand name and generic name on all prescriptions.

* Include dosage form, strength, and full instructions.

* Pronounce the name for the patient or caregiver, and have them say it back to you.
* Remind the patient to check for anything unusual (eg, capsules instead of the usual

tablets) before they leave the pharmacy.

Please take special care when prescribing any medication.
Millions of patients and their families are counting on you.

OL33361 PRINTED IN USA. 3000103575 ©2005, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
ZYPREXA is a registered trademark of Eli Lilly and Company.
Zyrtec is a registered trademark of UCB, Societe Anonyme.
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Answers That Matter.



loss of interest

crying worrying

I just feel a(( of the time.

Nervousness unexplained pains

fatigue

Treat the symptoms of depression your patients talk about, and those they don’t. When patients don't express
all their symptoms to you, it can make treating depression to remission more complex. Cymbalta treats the emotional,
anxious, and painful somatic symptoms of depression.'®¢2* Cymbalta also offers high rates of remission, so patients can

feel more like themselves again.'®" To learn more about treating beyond the obvious, visit www.insidecymbalta.com

*Cymbalta 60 mg/day vs placebo (P<.05) by MMRM for major depressive
disorder (MDD) on mean change in HAM-D,, Total Score, Maier Subscale,
Psychic Anxiety, and Visual Analog Scale.

MMRM=Mixed-effects Models Repeated Measures analysis
" Remission=HAM-D,, Total Score <7, 43% vs 27% placebo, P<.001.

References: 1. Data on file, Lilly Research Laboratories: a: CYM20060101A;
b: CYM20060101B; 2 5 YM20060101C.
2. Fava M, et al. ] Clin Psychiatry. 2004;65(4):521-530.

Important Safety Information

+ Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies
in children and adolescents with major depressive
disorder (MDD) and other psychiatric disorders.

* Patients started on therapy should be observed closely
for clinical worsening, suicidality, or unusual changes
in behavior.

+ Cymbealta is not approved for use in pediatric patients.

Cymbealta should not be used concomitantly with monoamine oxidase
inhibitors (MAOIs) or thioridazine and not in patients with a known
hypersensitivity or with uncontrolled narrow-angle glaucoma.

Clinical worsening and suicide risk: All adult and pediatric patients being
treated with an antidepressant for any indication should be observed
closely for clinical worsening, suicidality, and unusual changes in
behavior, especially when initiating drug therapy and when increasing or
decreasing the dose. A health professional should be immediately notified
if the depression is persistently worse or there are symptoms that are severe,
sudden, or were not part of the patient’s presentation. If discontinuing
treatment, taper the medication.

Development of a potentially life-threatening serotonin syndrome may occur
with SNRIs and SSRIs, including Cymbalta treatment, particularly with

W

®
treat beyond the obvious Cymbalta s
d

uloxetine HCI capsuLes

concomitant use of serotonergic drugs, including triptans. Concomitant use
is not recommended.

Cymbalta should not be administered to patients with any hepatic
insufficiency or patients with end-stage renal disease (requiring dialysis)
or severe renal impairment (CrCl <30 mL/min).

Postmarketing, severe elevations of liver enzymes or liver injury with a
hepatocellular, cholestatic, or mixed pattern have been reported.

Cymbalta should generally not be prescribed to patients with substantial
alcohol use or evidence of chronic liver disease.

Cases of orthostatic hypotension and/or syncope as well as cases of
hyponatremia have been reported.

Most common adverse events (5% and at least twice placebo) in MDD
premarketing clinical trials were: nausea, dry mouth, constipation, fatigue,
decreased appetite, somnolence, and increased sweating. Most common
adverse events in diabetic peripheral neuropathic pain (DPNP) premarketing
clinical trials were: nausea, somnolence, dizziness, constipation, dry mouth,
increased sweating, decreased appetite, and asthenia.

See Brief Summary of full Prescribing Information, including
Boxed Warning, on adjacent page.

DD42861 1106 PRINTED IN USA © 2006, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
Cymbalta is a registered trademark of Eli Lilly and Company.



CYMBALTA®

(duloxetine hydrochloride) Delayed-release Capsules
Brief Summary: Consult the package insert for complete prescribing information.

WARNING

Suicidality in Children and Adolescents—Antidepressants increased the risk of sulcldal thinking
and behavior (suicidality) in shurl-term studles in children and adol with major d
disorder (MDD) and other psychiatric Anyone ing the use of Cymbalta or any
other antidepressant in a child or adolescent must balance this risk with the clinical need. Patients
who are started on therapy should be observed closely for clinical worsening, suicidality, or
unusual changes in behavior. Families and caregivers should be advised of the need for close
observation and communication with the prescriber. Cymbalta is not approved for use in pediatric
patients. (See WARNINGS and PRECAUTIONS, Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antidepressant
drugs (SSRIs and others) in children and adolescents with major depressive disorder (MDD),
obsessive compulsive disorder (OCD), or other psychiatric disorders (a total of 24 trials involving
over 4400 patients) have revealed a greater risk of adverse events representing suicidal thinking
or behavior (suicidality) during the first few months of treatment in those receiving anlldepressants

in 0.3% (2/652) of placebo-treated patients. In controlled trials in DPN, elevations of ALT to >3 times the upper limit of
normal occurred in 1.68% (8/477) of Cymbalta-treated patients and in 0% (0/187) of placebo-treated patients. In the full cohort
of placebo-controlled trials in any indication, 1% (39/3732) of Cymbalta-treated patients had a >3 times the upper limit of
normal elevation of ALT compared to 0.2% (6/2568) of placebo-treated patients. In placebo-controlled studies using a fixed-dose
design, there was evidence of a dose-response relationship for ALT and AST elevation of >3 times the upper limit of normal
and >5 times the upper limit of normal, respectively. Postmarketing reports have described cases of hepatitis with abdominal
pain, hepatomegaly and elevation of transaminase levels to more than twenty times the upper limit of normal with or without
jaundice, reflecting a mixed or hepatocellular pattern of liver injury. Cases of cholestatic jaundice with minimal elevation of
transaminase levels have also been reported.

The combination of transaminase elevations and elevated bilirubin, without evidence of obstruction, is generally recognized
as an important predictor of severe liver injury. In clinical trials, three Cymbalta patients had elevations of transaminases and
bilirubin, but also had elevation of alkaline phosphatase, suggesting an obstructive process; in these patients, there was
evidence of heavy alcohol use and this may have contributed to the abnormalities seen. Two placebo-treated patients also had
transaminase elevations with elevated bilirubin. Postmarketing reports indicate that elevated transaminases, bilirubin and
alkaline phosphatase have occurred in patients with chronic liver disease or cirrhosis. Because it is possible that duloxetine
and alcohol may interact to cause liver injury or that duloxetine may aggravate pre-existing liver disease, Cymbalta should
ordinarily not be prescribed to patients with substantial alcohol use or evidence of chronic liver disease. Orthostatic
Hypotension and Syncope—Orthostatic hypotension and syncope have been reported with therapeutic doses of duloxetine.
Syncope and orthostatic hypotension tend to occur within the first week of therapy but can occur at any time during

The average risk of such events in patients receiving antidepressants was 4%, twice the p
risk of 2%. No suicides occurred in these trials.

INDICATIONS AND USAGE: Cymbalta is indicated for the treatment of major depressive disorder (MDD). Cymbalta is indicat-
ed for the management of neuropathic pain associated with diabetic peripheral neuropathy (DPN).

CONTRAINDICATIONS: Hypersensitivity—Known hypersensitivity to duloxetine or any of the inactive ingredients. Monoamine
Oxidase inhibitors (MAOJs)—Concomitant use with Cymbalta is contraindicated (see WARNINGS). Uncontroifed Narrow-
Angle Glaucoma—In clinical trials, Cymbalta use was associated with an increased risk of mydriasis; therefore, its use is not
recommended in patients with uncontrolled narrow-angle glaucoma.

WARNINGS: Clinical Worsening and Suicide Risk—Patients with MDD, both adult and pediatric, may experience worsening
of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior,
whether or not they are taking antidepressant medications, and this risk may persist until significant remission occurs. There
has been a long-standing concern that antidepressants may have a role in inducing worsening of depression and the
emergence of suicidality in certain patients. Antidepressants increased the risk of suicidal thinking and behavior (suicidality)
in short-term studies in children and adolescents with MDD and other psychiatric disorders.

Pooled analyses of short-term placebo-controlled trials of 9 antidepressant drugs (SSRIs and others) in children and
adolescents with MDD, OCD, or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have revealed a
greater risk of adverse events representing suicidal behavior or thinking (suicidality) during the first few months of treatment
in those receiving antidepressants. The average risk of such events in patients receiving antidepressants was 4%, twice the
placebo risk of 2%. There was considerable variation in risk among drugs, but a tendency toward an increase for almost all
drugs studied. The risk of suicidality was most consistently observed in the MDD trials, but there were signals of risk arising
from some trials in other psychiatric indications (obsessive compulsive disorder and social anxiety disorder) as well. No
suicides occurred in any of these trials. It is unknown whether the suicidality risk in pediatric patients extends to longer-term
use, ie, beyond several months. It is also unknown whether the suicidality risk extends to adults.

All pediatric patients being treated with antidepressants for any indication should be observed closely for clinical
worsening, suicidality, and unusual changes in behavior, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases. Such observation would generally include at least
weekly face-to-face contact with patients or their family members or caregivers during the first 4 weeks of treatment, then
every other week visits for the next 4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional
contact by telephone may be appropriate between face to face visits.

Adults with MDD or co-morhid depression in the setting of other psychiatric illness being treated with antidepressants
should be observed similarly for clinical worsening and suicidality, especially during the initial few months of a course
of drug therapy, or at times of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity,
akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients being
treated with antidepressants for MDD as well as for other indications, both psychiatric and nonpsychiatric. Although a causal
link between the emergence of such symptoms and either the worsening of depression and/or the emergence of suicidal
impulses has not been established, there is concern that such symptoms may represent precursors to emerging suicidality.

Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in
patients whose depression is persistently worse, or who are experiencing emergent suicidality or symptoms that might be
precursors to worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part
of the patient’s presenting symptoms.

If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as is feasible, but with
recognition that abrupt discontinuation can be associated with certain symptoms (see PRECAUTIONS, Discontinuation of
Treatment with Cymbalta).

Families and caregivers of pediatric patients being treated with for major disorder or other
indications, both psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the emergence
of agitation, irritability, unusual changes in behavior, and the other symptoms described above, as well as the emergence
of suicidality, and to report such symptoms immediately to health care providers. Such monitoring should include daily
observation by families and caregivers. Prescriptions for Cymbalta should be written for the smallest quantity of capsules
consistent with good patient management, in order to reduce the risk of overdose. Families and caregivers of adults being
treated for depression should be similarly advised.

Screening Patients for Bipolar Disorder—A major depressive episode may be the initial presentation of bipolar disorder.
Itis generally believed (though not established in controlled trials) that treating such an episode with an antidepressant alone
may increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of
the symptoms described above represent such a conversion is unknown. However, prior to initiating treatment with an
antidepressant, patients with depressive symptoms should be adequately screened to determine if they are at risk for bipolar
disorder; such screening should include a detailed psychiatric history, including a family history of suicide, bipolar disorder,
and depression. It should be noted that Cymbalta is not approved for use in treating bipolar depression.

MAOIs—In patients receiving a serotonin reuptake inhibitor (SSRI) in combination with an MAOI, there have been reports
of serious, sometimes fatal, reactions including hyperthermia, rigidity, myoclonus, autonomic instability with possible
rapid fluctuations of vital signs, and mental status changes that include extreme agitation progressing to delirium and
coma. These reactions have also been reported in patients who have recently discontinued SSRIs and are then started on
an MAOI. Some cases presented with features resembling neuroleptic malignant syndrome. The effects of combined use
of Cymbalta and MAOIs have not been evaluated in humans or animals. Therefore, because Cymbalta is an inhibitor of
hoth serotonin and norepinephrine reuptake, it is recommended that Cymbalta not be used in combination with an MAOI,
or within at least 14 days of discontinuing treatment with an MAOI. Based on the half-life of Cymbalta, at least 5 days
should be allowed after stopping Cymbalta before starting an MAOI.

Serotonin Syndrome—The devel 1t of a potentially life g serotonin syndrome may occur with SNRIs and
SSRIs, including Cymbalta treatment, particularly with concomitant use of serotonergic drugs (including triptans) and with
drugs which impair metabolism of serotonin (including MAOIs). Seratonin syndrome symptoms may include mental status
changes (eg, agitation, hallucinations, coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia),
neuromuscular aberrations (eg, hyperreflexia, incoordination) and/or gastrointestinal symptoms (eg, nausea, vomiting, diarrhea).

The concomitant use of Cymbalta with MAOIs intended to treat depression is contraindicated (see CONTRAINDICATIONS
and WARNINGS).

If concomitant treatment of Cymbalta with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful
observation of the patient is advised, particularly during treatment initiation and dose increases (see PRECAUTIONS, Drug
Interactions).

The concomitant use of Cymbalta with serotonin precursors (such as tryptophan) is not recommended (se¢ PRECAUTIONS,
Drug Interactions).

PRECAUTIONS: General—Hepatotoxicity—Cymbalta increases the risk of elevation of serum transaminase levels. Liver
transaminase elevations resulted in the discontinuation of 0.4% (31/8454) of Cymbalta-treated patients. In these patients, the
median time to detection of the transaminase elevation was about two months. In controlled trials in MDD, elevations of
alanine transaminase (ALT) to >3 times the upper limit of normal occurred in 0.9% (8/930) of Cymbalta-treated patients and
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, particularly after dose increases. The risk of blood pressure decreases may be greater in patients taking
concomitant medications that induce orthostatic hypotension (such as antihypertensives) or are potent CYP1A2 inhibitors (see
CLINICAL PHARMACOLOGY, Drug-Drug Interactions, and PRECAUTIONS, Drug Interactions) and in patients taking duloxetine
at doses above 60 mg daily. Consideration should be given to discontinuing duloxeting in patients who experience
symptomatic orthostatic hypotension and/or syncope during duloxetine therapy. Effect on Blood Pressure—In MDD clinical
trials, Cymbalta treatment was associated with mean increases in blood pressure, averaging 2 mm Hg systolic and 0.5 mm Hg
diastolic and an increase in the incidence of at least one measurement of systolic blood pressure over 140 mm Hg compared
to placebo. In a clinical pharmacology study designed to evaluate the effects of duloxetine on various parameters, including
blood pressure at supratherapeutic doses with an accelerated dose titration, there was evidence of increases in supine blood
pressure at doses up to 200 mg BID. At the highest 200 mg BID dose, the increase in mean pulse rate was 5.0-6.8 bpm and
increases in mean blood pressure were 4.7-6.8 mm Hg (systolic) and 4.5-7 mm Hg (diastolic) up to 12 hours after dosing.
Blood pressure should be measured prior to initiating treatment and periodically measured throughout treatment (see
ADVERSE REACTIONS, Vital Sign Changes). Activation of Mania/Hypomania—In placebo-controlled trials in patients with
MDD, activation of mania or hypomania was reported in 0.1% (1/1139) of Cymbalta-treated patients and 0.1% (1/777) of
placebo-treated patients. Activation of maniafhypomania has been reported in a small proportion of patients with mood
disorders who were treated with other marketed drugs effective in the treatment of MDD. As with these other agents, Cymbalta
should be used cautiously in patients with a history of mania. Seizures—Cymbalta has not been systematically evaluated in
patients with a seizure disorder, and such patients were excluded from clinical studies. In placebo-controlled clinical rials in
patients with MDD, seizures occurred in 0.1% (1/1139) of Cymbalta-treated patients and 0% (0/777) of placebo treated
patients. In placebo-controlled clinical trials in patients with diabetic peripheral neuropathy, seizures did not occur in any
patients treated with either Cymbalta or placebo. Cymbalta should be prescribed with care in patients with a history of a seizure
disorder. Hyponatremia—Cases of hyponatremia (some with serum sodium lower than 110 mmol/L) have been reported and
appeared to be reversible when Cymbalta was discontinued. Some cases were possibly due to the syndrome of inappropriate
antidiuretic hormone secretion (SIADH). The majority of these occurrences have been in elderly individuals, some in patients
taking diuretics or who were otherwise volume depleted. Controlled Narrow-Angle Glaucoma—In clinical trials, Cymbalta was
associated with an increased risk of mydriasis; therefore, it should be used cautiously in patients with controlled narrow-angle
glaucoma (see CONTRAINDICATIONS, Uncontrolled Narrow-Angle Glaucoma). Discontinuation of Treatment with Cymbalta—
Discontinuation symptoms have been systematically evaluated in patients taking Cymbalta. Following abrupt discontinuation
in MDD placebo-controlled clinical trials of up to 9 weeks duration, the following symptoms occurred at a rate greater than
or equal to 2% and at a significantly higher rate in Cymbalta-treated patients compared to those discontinuing from placebo:
dizziness; nausea; headache; paresthesia; vomiting; irritability; and nightmare.

During marketing of other SSRIs and SNRIs (serotonin and norepinephrine reuptake inhibitors), there have been
spontaneous reports of adverse events occurring upon discontinuation of these drugs, particularly when abrupt, including the
following: dysphoric mood, irritability, agitation, dizziness, sensory disturbances (eg, paresthesias such as electric shock
sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia, hypomania, tinnitus, and seizures. Although
these events are generally self-limiting, some have been reported to be severe.

Patients should be monitored for these symptoms when discontinuing treatment with Cymbalta. A gradual reduction in the
dose rather than abrupt cessation is recommended whenever possible. If intolerable symptoms occur following a decrease in
the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be considered.
Subsequently, the physician may continue decreasing the dose but at a more gradual rate.

Use in Patients with Concomitant lliness—Clinical experience with Cymbalta in patients with concomitant systemic illness-
es is limited. There is no information on the effect that alterations in gastric motility may have on the stability of Cymbalta’s
enteric coating. As duloxetine is rapidly hydrolyzed in acidic media to naphthol, caution is advised in using Cymbalta in patients
with conditions that may slow gastric emptying (eg, some diabetics). Cymbalta has not been systematically evaluated in
patients with a recent history of myocardial infarction or unstable coronary artery disease. Patients with these diagnoses were
generally excluded from clinical studies during the product's premarketing testing. However, the electrocardiograms of
321 patients who received Cymbalta in MDD placebo-controlled clinical trials and had qualitatively normal ECGs at baseline
were evaluated; Cymbalta was not associated with the devel of clinically significant ECG abnormalities (see ADVERSE
REACTIONS, Electrocardiogram Changes). In DPN placebo-controlled clinical trials, Cymbalta-treated patients did not develop
abnormal ECGs at a rate different from that in placebo-treated patients (see ADVERSE REACTIONS, Electrocardiogram
Changes). In three clinical trials of Cymbalta for the management of neuropathic pain associated with diabetic peripheral
neuropathy, the mean duration of diabetes was approximately 12 years, the mean baseline fasting blood glucose was 176
mg/dL, and the mean baseline hemoglobin Ay (HbA:c) was 7.8%. In the 12-week acute treatment phase of these studies, small
increases in fasting blood glucose were observed in Cymbalta-treated patients. HbA; was stable in both Cymbalta-treated and
placebo-treated patients. In the extension phase of these studies, which lasted up to 52 weeks, there was an increase in HbA;c
in both the Cymbalta and the routine care groups, but the mean increase was 0.3% greater in the Cymbalta-treated group.
There was also a small increase in fasting blood glucose in the Cymbalta-treated group. Total cholesterol was increased in
Cymbalta-treated patients (2 mg/dL) and decreased in the routine care group (6 mg/dL). Increased plasma concentrations
of duloxetine, and especially of its bolites, occur in patients with end-stage renal disease (requiring dialysis). For this
reason, Cymbalta is not recommended for patients with end-stage renal disease or severe renal impairment (creatinine
clearance <30 mL/min). Markedly increased exposure to duloxetine occurs in patients with hepatic insufficiency and Cymbalta
should not be administered to these patients.

Laboratory Tests—No specific laboratory tests are recommended.

Drug Interactions—Potential for Other Drugs to Affect Cymbalta—Both CYP1A2 and CYP2D6 are responsible for duloxetine
metabolism. Inhibitors of CYP1A2—C itant use of duloxetine with fl ine, an inhibitor of CYP1A2, results in
approximately a 6-fold increase in AUC and about a 2.5-fold increase in Cna 0f duloxetine. Some quinolone antibiotics would
be expected to have similar effects and these combinations should be avoided. Inhibitors of CYP2D6—Because CYP2D6
is involved in duloxetine metabolism, concomitant use of duloxetine with potent inhibitors of CYP2D6 may result in higher
concentrations of duloxetine. Paroxetine (20 mg QD) i i the cc ion of duloxetine (40 mg QD) by about 60%, and
greater degrees of \nhlbmon are expected with higher doses of paroxetine. Similar effects would be expected with other potent
CYP2D6 inhibitors (eg, fl idine). Potentiai for Duft to Affect Other Drugs—Drugs Metabolized by CYP1A2—
In vitro drug interaction studies demonstrate that duloxetine does not induce CYP1A2 activity, and it is unlikely to have a
clinically significant effect on the metabolism of CYP1A2 substrates. Drugs Metabolized by CYP2D6—Cymbalta is a moderate
inhibitor of CYP2D6. When duloxetine was administered (at a dose of 60 mg BID) in conjunction with a single 50-mg dose
of desipramine, a CYP2D6 substrate, the AUC of desipramine increased 3-fold. Therefore, co-administration of Cymbalta with
other drugs that are extensively metabolized by this isozyme and which have a narrow therapeutic index, including certain
antidepressants (tricyclic antidepressants [TCAs], such as nortriptyline, amitriptyline, and imipramine), phenothiazines and
Type 1C antiarrhythmics (eg, propafenone, flecainide), should be approached with caution. Plasma TCA concentrations may
need to be monitored and the dose of the TCA may need to be reduced if a TCA is co-administered with Cymbalta. Because of
the risk of serious ventricular arrhythmias and sudden death potentially associated with elevated plasma levels of thioridazine,
Cymbalta and thioridazine should not be co-administered.

Drugs Metabolized by CYP3A—Results of in vitro studies demonstrate that duloxetine does not inhibit or induce CYP3A
activity. Cymbalta May Have a Clinically important Interaction with the Following Other Drugs—Alcohol—When Cymbalta and
ethanol were administered several hours apart so that peak concentrations of each would coincide, Cymbalta did not increase
the impairment of mental and motor skills caused by alcohol. In the Cymbalta clinical trials database, three Cymbalta-treated
patients had liver injury as manifested by ALT and total bilirubin elevations, with evidence of obstruction. Substantial intercurrent
ethanol use was present in each of these cases, and this may have contributed to the abnormalities seen (see PRECAUTIONS,
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Hepatotoxicity). CNS-Acting Drugs—Given the primary CNS effects of Cymbalta, it should be used with caution when itis taken
in combination with or substituted for other centrally acting drugs, including those with a similar mechanism of action.
Serotonergic Drugs—Based on the mechanism of action of SNRIs and SSRIs, including Cymbalta and the potential for
serotonin syndrome, caution is advised when Cymbalta is coadministered with other drugs that may affect the serotonergic
neurotransmitter systems, such as triptans, linezolid (an antibiotic which is a reversible non-selective MAQI), lithium, tramadol,
or St. John's Wort (see WARNINGS, Serotonin Syndrome). The concomitant use of Cymbalta with other SSRIs, SNRIs, or
tryptophan is not recommended (see PRECAUTIONS, Drug Interactions). Triptans—There have been rare postmarketing
reports of serotonin syndrome with use of an SSRI and a triptan. If concomitant treatment of Cymbalta with a triptan is
clinically warranted, careful observation of the patient is advised, particularly during treatment initiation and dose increases
(see WARNINGS, Serotonin Syndrome). Potential for Interaction with Drugs that Affect Gastric Acidity—Cymbalta has an
enteric coating that resists dissolution until reaching a segment of the gastrointestinal tract where the pH exceeds 5.5. In
extremely acidic conditions, Cymbalta, unprotected by the enteric coating, may undergo hydrolysis to form naphthol. Caution
is advised in using Cymbalta in patients with conditions that may slow gastric emptying (eg, some diabetics). Drugs that raise
the gastrointestinal pH may lead to an earlier release of duloxetine. However, co-administration of Cymbalta with aluminum-
and magnesium-containing antacids (51 mEq) or Cymbalta with famotidine, had no significant effect on the rate or extent of
duloxetine absorption after administration of a 40-mg oral dose. It is unknown whether the concomitant administration of
proton pump inhibitors affects duloxetine absorption.

Monoamine Oxidase Inhibitors—See CONTRAINDICATIONS and WARNINGS.

Carcinogenesis, Mutagenesis, Impairment of Fertitity—Carcinogenesis—Duloxetine was administered in the diet to mice
and rats for 2 years. In female mice receiving duloxetine at 140 mg/kg/day (11 times the maximum recommended human dose
[MRHD, 60 mg/day] and 6 times the human dose of 120 mg/day on a mg/m? basis), there was an increased incidence of
hepatocellular adenomas and carcinomas. The no-effect dose was 50 mg/kg/day (4 times the MRHD and 2 times the human
dose of 120 mg/day on a mg/m? basis). Tumor incidence was not increased in male mice receiving duloxetine at doses up to
100 mg/kg/day (8 times the MRHD and 4 times the human dose of 120 mg/day on a mg/m? basis). In rats, dietary doses of
duloxetine up to 27 mg/kg/day in females (4 times the MRHD and 2 times the human dose of 120 mg/day on a mg/m? basis)
and up to 36 mg/kg/day in males (6 times the MRHD and 3 times the human dose of 120 mg/day on a mg/m? basis) did not
increase the incidence of tumors. Mutagenesis—Duloxetine was not mutagenic in the in vitro bacterial reverse mutation assay
(Ames test) and was not clastogenic in an in vivo chromosomal aberration test in mouse bone marrow cells. Additionally,
duloxetine was not genotoxic in an in vitro mammalian forward gene mutation assay in mouse lymphoma cells or in an in vitro
unscheduled DNA synthesis (UDS) assay in primary rat hepatocytes, and did not induce sister chromatid exchange in Chinese
hamster bone marrow in vivo. Impairment of Fertility—Duloxetine administered orally to either male or female rats prior to and
throughout mating at daily doses up to 45 mg/kg/day (7 times the maximum recommended human dose of 60 mg/day and
4 times the human dose of 120 mg/day on a mg/m? basis) did not alter mating or fertility.

Pregnancy—Pregnancy Category C—In animal reproduction studies, duloxetine has been shown to have adverse effects
on embryo/fetal and postnatal development. When duloxetine was administered orally to pregnant rats and rabbits during
the period of organogenesis, there was no evidence of teratogenicity at doses up to 45 mg/kg/day (7 times the maximum
recommended human dose [MRHD, 60 mg/day] and 4 times the human dose of 120 mg/day on a mg/m? basis, in rats;
15 times the MRHD and 7 times the human dose of 120 mg/day on a mg/m? basis in rabbits). However, fetal weights were
decreased at this dose, with a no-gffect dose of 10 mg/kg/day (2 times the MRHD and =1 times the human dose of 120 mg/day
on a mg/m? basis in rats; 3 times the MRHD and 2 times the human dose of 120 mg/day on a mg/m? basis in rabbits).
When duloxetine was administered orally to pregnant rats throughout gestation and lactation, the survival of pups to 1 day
postpartum and pup body weights at birth and during the lactation period were decreased at a dose of 30 mg/kg/day (5 times
the MRHD and 2 times the human dose of 120 mg/day on a mg/m? basis) ; the no-effect dose was 10 mg/kg/day. Furthermore,
behaviors consistent with increased reactivity, such as increased startle response to noise and decreased habituation of
locomotor activity, were observed in pups following maternal exposure to 30 mg/kg/day. Post-weaning growth and reproductive
performance of the progeny were not affected adversely by maternal duloxetine treatment.

There are no adequate and well-controlled studies in pregnant women; therefore, duloxetine should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects—Neonates exposed to SSRIs or serotonin and norepinephrine reuptake inhibitors (SNRIs), late in
the third trimester have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Such complications can arise immediately upon delivery. Reported clinical findings have included respiratory distress,
cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia,
hyperreflexia, tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct toxic effect
of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the clinical picture
is consistent with serotonin syndrome (see WARNINGS, Monoamine Oxidase Inhibitors). When treating a pregnant woman
with Cymbalta during the third trimester, the physician should carefully consider the potential risks and benefits of treatment.

Labor and Defivery—The effect of duloxetine on labor and delivery in humans is unknown. Duloxetine should be used
during labor and delivery only if the potential benefit justifies the potential risk to the fetus.

Nursing Mothers—Duloxetine is excreted into the milk of lactating women. The estimated daily infant dose on a mg/kg basis
is approximately 0.14% of the maternal dose. Because the safety of duloxetine in infants is not known, nursing while on Cymbalta
is not recommended. However, if the physician determines that the benefit of duloxetine therapy for the mother outweighs any
potential risk to the infant, no dosage adjustment is required as lactation did not influence duloxetine pharmacokinetics.

Pediatric Use—Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and
WARNINGS, Clinical Worsening and Suicide Risk). Anyone considering the use of Cymbalta in a child or adolescent must
balance the potential risks with the clinical need.

Geriatric Use—O0f the 2418 patients in clinical studies of Cymbalta for MDD, 5.9% (143) were 65 years of age or over. Of

Cymbalta in the premarketing acute phase of MDD placebo-controlled trials (N=1139 Cymbalta; N=777 placebo) with an
incidence greater than placebo were: Gastrointestinal Disorders—nausea, dry mouth, constipation, diarrhea, vomiting;
Metabolism and Nutrition Disorders—appetite decreased (includes anorexia); Investigations—weight decreased; General
Disorders and Administration Site Conditions—fatigue; Nervous System Disorders—dizziness, somnolence, tremors; Skin
and Subcutaneous Tissue Disorders—sweating increased; Vascular Disorders—hot flushes; Eye Disorders—vision blurred;
Psychiatric Disorders—insomnia (includes middle insomnia), anxiety, libido decreased, orgasm abnormal (includes anorgasmia);
Reproductive System and Breast Disorders—males only: erectile dysfunction, ejaculation delayed, ejaculatory dysfunction
(includes ejaculation disorder and ejaculation failure).

The following events were reported by at least 2% of patients treated with Cymbalta for MDD and had an incidence < place-
bo: upper abdominal pain, palpitations, dyspepsia, back pain, arthralgia, headache, pharyngitis, cough, nasopharyngitis, and
upper respiratory tract infection.

The most commonly observed adverse events in Gymbafta-treated MDD patients (incidence =5% and at least twice the incidence
in placebo patients) were: nausea; dry mouth; constipation; decreased appetite; fatigue; somnolence; and increased sweating.

Diabetic Peripheral Neuropathic Pain—Treatment emergent adverse events that occurred in 2% or more of patients treated
with Cymbalta in the premarketing acute phase of DPN placebo-controlled trials (N=225 Cymbalta 60 mg BID; N=228 Cymbalta
60 mg QD; N=115 Cymbalta 20 mg QD; N=223 placebo) with an incidence greater than placebo were: Gastrointestinal
Disorders—nausea, constipation, diarrhea, dry mouth, vomiting, dyspepsia, loose stools; General Disorders and
Administration Site Conditions—fatigue, asthenia, pyrexia; Infections and Infestations—nasopharyngitis; Metabolism
and Nutrition Disorders—decreased appetite, anorexia; Musculoskeletal and Connective Tissue Disorders—muscle cramp,
myalgia; Nervous System Disorders—somnolence, headache, dizzingss, tremor; Psychiatric Disorders—insomnia; Renal and
Urinary Disorders—pollakiuria; Reproductive System and Breast Disorders—erectile dysfunction; Respiratory, Thoracic and
Mediastinal Disorders—cough, pharyngolaryngeal pain; Skin and Subcutaneous Tissue Disorders—hyperhidrosis.

The following events were reported by at least 2% of patients treated with Cymbalta for DPN and had an incidence < placebo:
edema peripheral, influenza, upper respiratory tract infection, back pain, arthralgia, pain in extremity, and pruritus.

The most commonly observed adverse events in Cymbalta-treated DPN patients (incidence =5% and at least twice the
incidence in placebo patients) were: nausea; somnolence; dizziness; constipation; dry mouth; hyperhidrosis; decreased
appetite; and asthenia.

Adverse events seen in men and women were generally similar except for effects on sexual function (described below).
Clinical studies of Cymbalta did not suggest a difference in adverse event rates in people over or under 65 years of age. There
were too few non-Caucasian patients studied to determine if these patients responded differently from Caucasian patients.

Effects on Male and Female Sexual Function—Although changes in sexual desire, sexual performance and sexual
satisfaction often occur as manifestations of a psychiatric disorder, they may also be a consequence of pharmacologic
treatment. Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, performance and
satisfaction are difficult to obtain, however, in part because patients and physicians may be reluctant to discuss them.
Accordingly, estimates of the incidence of untoward sexual experience and performance cited in product labeling are likely to

i their actual incidence. Sexual side effects spontaneously reported by at least 2% of either male or female
patients taking Cymbalta in MDD placebo-controlled trials were: Males (N=378 Cymbalta; N=247 placebo): orgasm abnormal
(includes anorgasmia), ejaculatory dysfunction (includes ejaculation disorder and ejaculation failure), libido decreased, erectile
dysfunction, ejaculation delayed. Females (N=761 Cymbalta; N=530 placebo): orgasm abnormal, libido decreased.

Because adverse sexual events are presumed to be voluntarily underreported, the Arizona Sexual Experience Scale (ASEX),
a validated measure designed to identify sexual side effects, was used prospectively in 4 MDD placebo-controlled trials. In
these trials, patients treated with Cymbalta experienced significantly more sexual dysfunction, as measured by the total score
on the ASEX, than did patients treated with placebo. Gender analysis showed that this difference occurred only in males. Males
treated with Cymbalta experienced more difficulty with ability to reach orgasm (ASEX Item 4) than males treated with placebo.
Females did not experience more sexual dysfunction on Gymbalta than on placebo as measured by ASEX total score. These
studies did not, however, include an active control drug with known effects on female sexual dysfunction, so that there is no
evidence that its effects differ from other antidepressants. Physicians should routinely inquire about possible sexual side
effects. See Table 4 in full PI for specific ASEX results.

Urinary Hesitation—Cymbalta is in a class of drugs known to affect urethral resistance. If symptoms of urinary hesitation
develop during treatment with Cymbalta, consideration should be given to the possibility that they might be drug-related.
Laboratory Changes—Cymbalta treatment, for up to 9 weeks in MDD or 13 weeks in DPN placebo-controlled clinical trials,
was associated with small mean increases from baseline to endpoint in ALT, AST, CPK, and alkaline phosphatase; infrequent,
modest, transient, abnormal values were observed for these analytes in Cymbalta-treated patients when compared with
placebo-treated patients (see PRECAUTIONS). Vital Sign Changes—Cymbalta treatment, for up to 9 weeks in MDD placebo-
controlled clinical trials of 40 to 120 mq daily doses caused increases in blood pressure, averaging 2 mm Hg systolic and
0.5 mm Hg diastolic compared to placebo and an increase in the incidence of at least one measurement of systolic blood
pressure over 140 mm Hg (see PRECAUTIONS). Cymbalta treatment, for up to 9 weeks in MDD placebo-controlled clinical
trials and for up to 13 weeks in DPN placebo-controlled trials caused a small increase in heart rate compared to placebo of
about 2 beats per minute. Weight Changes—In MDD placebo-controlled clinical trials, patients treated with Cymbalta for up
to 9 weeks experienced a mean weight loss of approximately 0.5 kg, compared with a mean weight gain of approximately
0.2 kg in placebo-treated patients. In DPN placebo-controlled clinical trials, patients treated with Cymbalta for up to 13 weeks
experienced a mean weight loss of approximately 1.1 kg, compared with a mean weight gain of approximately 0.2 kg in
placebo-treated patients. Electrocardiogram Changes—Electrocardiograms were obtained from 321 Cymbalta-treated
patients with MDD and 169 placebo-treated patients in clinical trials lasting up to 8 weeks. The rate-corrected QT (QTc)
interval in Cymbalta-treated patients did not differ from that seen in placebo-treated patients. No clinically significant
differences were observed for QT, PR, and QRS intervals between Cymbalta-treated and placebo-treated patients.

the 1074 patients in the DPN studies, 33% (357) were 65 years of age or over. No overall differences in safety or eff
were observed between these subjects and younger subjects, and other reported clinical experience has not identified
differences in responses between the elderly and younger patients, but greater sensitivity of some older individuals cannot be
ruled out. As with other antidepressants, Cymbalta has been associated with cases of clinically significant hyponatremia (see
Hyponatremia, under PRECAUTIONS).

ADVERSE REACTIONS: Cymbalta has been evaluated for safety in 2418 patients diagnosed with MDD who participated in
multiple-dose premarketing trials, representing 1099 patient-years of exposure. Among these 2418 Cymbalta-treated patients,
1139 patients participated in eight 8 or 9 week, placebo-controlled trials at doses ranging from 40 to 120 mg/day, while
the remaining 1279 patients were followed for up to 1 year in an open-label safety study using flexible doses from 80 to
120 mg/day. Two placebo-controlled studies with doses of 80 and 120 mg/day had 6-month maintenance extensions. Of these
2418 patients, 993 Cymbalta-treated patients were exposed for at least 180 days and 445 Cymbalta-treated patients were
exposed for at least 1 year. Cymbalta has also been evaluated for safety in 1074 patients with diabetic peripheral neuropathy
representing 472 patient-years of exposure. Among these 1074 Cymbalta-treated patients, 568 patients participated in two
12 to 13 week, placebo-controlled trials at doses ranging from 20 to 120 mg/day. An additional 449 patients were enrolled in
an open-label safety study using 120 mg/day for a duration of 6 months. Another 57 patients, originally treated with placebo,
were exposed to Cymbalta for up to 12 months at 60 mg twice daily in an extension phase. Among these 1074 patients,
484 had 6 months of exposure to Cymbalta, and 220 had 12 months of exposure. For both MDD and DPN clinical trials, adverse
reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights, laboratory analyses,
and ECGs.

Clinical investigators recorded adverse events using descriptive terminology of their own choosing. To provide a meaningful
estimate of the proportion of individuals experiencing adverse events, grouping similar types of events into a smaller number
of standardized event categories is necessary. MedDRA terminology was used to classify reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a treatment-
emergent adverse event of the type listed. An event was considered treatment-emergent if it occurred for the first time or

worsened while receiving therapy following baseline evaluation. Events reported during the studies were not necessarily
caused by the therapy, and the frequencies do not reflect investigator impression (assessment) of causality.

Adverse Events Reported as Reasons for Discontinuation of Treatment in Placebo-Controifed Trials—Major Depressive
Disorder—Approximately 10% of the 1139 patients who received Cymbalta in the MDD placebo-controlled trials discontinued
treatment due to an adverse event, compared with 4% of the 777 patients receiving placebo. Nausea (Cymbalta 1.4%, placebo
0.1%) was the only common adverse event reported as reason for discontinuation and considered to be drug-related (ie,
discontinuation occurring in at least 1% of the Cymbalta-treated patients and at a rate of at least twice that of placebo). Diabetic
Peripheral Neuropathic Pain—Approximately 14% of the 568 patients who received Cymbalta in the DPN placebo-controlled
trials discontinued treatment due to an adverse event, compared with 7% of the 223 patients receiving placebo. Nausea
(Cymbalta 3.5%, placebo 0.4%), dizziness (Cymbalta 1.6%, placebo 0.4%), somnolence (Cymbalta 1.6%, placebo 0%) and
fatigue (Cymbalta 1.1%, placebo 0%) were the common adverse events reported as reasons for discontinuation and
considered to be drug-related (ie, discontinuation occurring in at least 1% of the Cymbalta-treated patients and at a rate of at
least twice that of placebo).

Adverse Events Occurring at an incidence of 2% or More Among Cymbalta-Treated Patients in Placebo-Controifed
Trials—Major Depressive Disorder—Treatment-emergent adverse events that occurred in 2% or more of patients treated with
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Electrocardi were obtained from 528 Cymbalta-treated patients with DPN and 205 placebo-treated patients in clinical
trials lasting up to 13 weeks. The rate-corrected QT (QTc) interval in Cymbalta-treated patients did not differ from that seen in
placebo-treated patients. No clinically significant differences were observed for QT, PR, QRS, or QTc measurements between
Cymbalta-treated and placebo-treated patients.

Postmarketing Spontaneous Reports—Adverse events reported rarely since market introduction that were temporally
related to Cymbalta therapy include: hallucinations, rash, and urinary retention. The following adverse events were reported
very rarely: alanine aminotransferase increased, alkaline phosphatase increased, anaphylactic reaction, angioneurotic edema,
aspartate aminotransferase increased, bilirubin increased, extrapyramidal disorder, glaucoma, hepatitis, hypersensitivity,
hypertensive crisis, hyponatremia, jaundice, mania, orthostatic hypotension (especially at the initiation of treatment), seizures,
serotonin syndrome, Stevens-JohnsonSyndrome, supraventricular arrhythmia, syncope (especially at initiation of treatment),
syndrome of inappropriate antidiuretic hormone secretion (SIADH), trismus, and urticaria.

DRUG ABUSE AND DEPENDENCE: Controled Substance Ciass—Duloxetine is not a controlled substance. Physical and
Psychological Dependence—In animal studies, duloxetine did not demonsrate barbiturate-like (depressant) abuse potential.
In drug dependence studies, duloxetine did not demonstrate dependence-producing potential in rats.

While Cymbalta has not been systematically studied in humans for its potential for abuse, there was no indication of
drug-seeking behavior in the clinical trials. However, it is not possible to predict on the basis of premarketing experience the
extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently, physicians should
carefully evaluate patients for a history of drug abuse and follow such patients closely, observing them for signs of misuse or
abuse of Cymbalta (eg, development of tolerance, incrementation of dose, drug-seeking behavior).

OVERDOSAGE: There is limited clinical experience with Cymbalta overdose in humans. In premarketing clinical trials, cases of
acute ingestions up to 1400 mg, alone or in combination with other drugs, were reported with none being fatal. Postmarketing
experience includes reports of overdoses, alone or in combination with other drugs, with duloxetine doses of almost 2000 mg.
Fatalities have been very rarely reported, primarily with mixed overdoses, but also with duloxetine alone at a dose of
approximately 1000 mg. Signs and symptoms of overdose (mostly with mixed drugs) included serotonin syndrome,
somnolence, vomiting, and seizures. Management of Overdose—There is no specific antidote to Cymbalta, but if serotonin
syndrome ensues, specific treatment (such as with cyproheptadine and/or temperature control) may be considered. In case of
acute overdose, treatment should consist of those general ployed in the of overdose with any drug.
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~ The failure of insomnia to remit after
7 7 to 10 days of treatment should be

medically evaluated.

Any night or every night
after the patient has 1o bed and has experienced difficuly asleep Patients
should not take LUNESTA unless they are 10 get s full night’ sieep. As with Leave the rest to...
other hypnatics, patients recesving L A should be cautioned against engaging
in hazardous occupations requiring complete mental alertness o motor coordination I un
[eq. operating machinery or driving a motor vehicle) atter & the dnag, including
patential impairment of the performance of such activities that may occur the day

following ingestion of LUNESTA In clinical trials, the most commaon adverse evants
asspoiated with LUNESTA were unpleasant taste, headache, somnolence, dizriness,
dry mouth, infection, and pain.

LUNESTA has been classified as a Schedule IV controlied substance. Sedative hypnatics have produced withdrawal signs and symptoms following abrupt

discontinuation. The risk of abuse and dependence increases with the dose and duration of treatment and concomitant use of ather psychoactive drugs. The risk
i5 also greater for patients who have a history of alcohal or drug abuse or history of psychiatnc disorders. These patients should be under careful surveillance
when receiving LUNESTA or any other hypnotic. Sedative/hypnotic drugs should be administered with caution to patients exhibiting signs and symptoms of
depression. Suicidal tendencies may be present in such patients, and protective measures may be required Intentional overdose is more common in this group
of patients; therefore, the least amount of drug that is feasible should be prescribed for the patient at any one time.

LUNESTA, like other hypnotics, may produce additive CNS-depressant effects when coadministered with ather psychotropic medications, anticonvulsants,
antihistamines, ethanal, and other drugs that themselves CMNS depression. LUNESTA should not be taken with alcohol. Dosage adjustment may be
necessany when LUNESTA is adminestered with ather agents because of the potantially additive effects

Impsired mator and,/or cognitive performance after repeated exposure o unusual sensitivity to sedative/hypnotic drugs is a concem in the treatment of elderly
and/or debilitated patients. See dosage and administration in complete prescribing information.

Please see brief summary of complete prescribing information

.m ©2006 SEPRACOR INC., MARLBOROUGH, MA 01752 - LUNESTA is a registered trademark of Sepracor Inc.  All rights reserved. 1106 LUNIS4-06



Lunestar

szopiclonge
1,2 AND 3 MG TABLETS

BRIEF SUMMARY
INDICATIGNS AND USAGE
LUNESTA is indicated for the treatment of insomnia. In controfled outpatient and sieep
Taboratory studies, LUNESTA administered at bedtime decreased sleep latency and
improved sleep maintenance.
CONTRAINDICATIONS
None known.
WARNINGS
Because sleep disturbances may be the presenting manifestation of a physical and/or
psychiatric disorder, symptomatic treatment of insomnia should be initiated only
after a careful evaluation of the patient. The failure of insomnia to remit after 7 to 10
days of treatment may indicate the presence of a primary psychiatric and/or medicat
illness that should be evaluated. Worsening of insomnia or the emergence of new

Sprague-Dawley rats in which racemic zopiclone was given in the diet, and in which
plasma levels of eszopicione were reached that were greater than those reached in
the abave study of eszapiclone, an increase in mammary gland adenocarcinomas in
females and an increase in thyroid gland follicular cell adenomas and carcinomas in
males were seen at the highest dose of 100 mg/kg/day. Plasma levels of eszopicione
at this dose are estimated to be 150 (fernales} and 70 {males) times those in humans
receiving the MBHD. The mechanism for the increase in mammary adenocarcinomas
is unknown. The increase in thyroid tumors is ’(hnught to be due to increased levels
of TSH secondary to increased of ci ing thyroid amech-
anism that is not considered to be relevant to humans.

In a carcinogenicity study in B6C3F1 mice in which racemic opi iclone was given in
the diet, an increase in puimonary i and plus in
females and an increase in skin fibromas and sarcomas in males were seen at the
highest dose of 100 mg/kg/day. Plasma levels of eszopiclone at this dose are estimat-
ed to be 8 {females) and 20 (males) times those in humans receiving the MRHD. The

iEvents for which the LUNESTA incidence was equal to or less than placebo are not
listed, but included the foliowing: abnormal dreams, accidental injury, back pain,
dlarrhea fiu syndrome, myaigia, pain, pharyngitis, and rhinitis.

Adverse evenis that suggest a dose-response refationship in adults include viral
infection, dry mouth, dizziness, hallueinations, infection, rash, and unpleasant taste,
with this relationship clearest for unpleasant taste.

The foltowing lists the incidencs (% placebo, 2 mg, 3 mg, respecnvely) of treatment-
emergent adverse events from ase studies of
LUNESTA at doses of 1 or 2 mg in elderly adults (ages 65 -86). Treatment duration in
these trials was 14 days. Data are limited to events that cocurred in 2% or more of
patients treated with LUNESTA 1 mg (n=72) or 2 mg (n=215) in which the incidence
in patients treated with LUNESTA was greater than the incidence in placebo-treated
patients.!

Body as a whole: accidental injury {1%, 0%, 3%), headache (14%, 15%, 13%), pain
(2%, 4%, 5%). Digestive syster: diarrhea (2%, 4%, 2%), dry mauth (2% 3%, 7%),
(2% 8%, 2%). Nervous system: abnormal dreams {0%, 3%, 1%}, dizzi-

skin tumors were due to skin lesions induced by behavior, a

that is not relevant to humans, A carcinogenicity study was aiso performed in which

CD-1 mice were given eszopiclone at doses up to 100 mg/kg/day by oral gavage;

a!though this study did not reach a maximum tolerated dose, and was thus
for overall of carcinogenic potential, no increases in either

thinking or behavior abnormalities may be the ¢ ofan ized psy-
chiatric or physical disorder. Such findings have emerged during the course of treat-
ment with sedative/hypnotic drugs, including LUNESTA. Because some of the impor-
tant adverse effects of LUNESTA appear to be dose-related, it is important to use the
lowest possible effective dose, especially in the elderly (see DOSAGE AND ADMINIS-
TRATICN ip the Full Prescribing Information}.

A variety of abnormal thinking and behavior changes have been reported to eccur in
association with the use of sedative/hypnotics. Some of these changes may be char-
acterized by inhibition (e.g., agg that seem
out of character), similar to effects produced by alcehol and other CNS depressants.
Other reported behavioral changes have included bizarre behavior, agitation, haliuci-
nations, and depersonalization. Amnesia and other neuropsychiatric symptoms may

pulmonary of skin tumors were seen at doses producing plasma levels of
eszopiclone estimated to be 90 times those in humans receiving the MRHD—i.e.,
12 times the exposure in the racemate study.

Eszopiclone did not increase tumors in a p53 transgenic mouse bicassay at oral
doses up to 300 mg/kg/day.

Mutagenesis: Eszopiclone was positive in the mouse lymphoma chromosomat
aberration assay and produced an equivocal response in the Chinese hamster ovary
cell chromosomat aberration assay. [t was net mutagenic or clastogenic in the
bacterial Ames gene mutation assay, in an unscheduled DNA synthesis assay, or in
an in vivo mouse hone marrow micronucleus assay.

(S)-N hyl zopiclone, a metabolite of eszopiclone, was positive in the Chinese

ocour unpredictably. In primarily depressed patients,

including suicidal thinking, has been reported in association with the use of seda-

tivefhypnotics.

It can rarely be determined with certainty whether a particular instance of the abnor-

mal behaviors listed above are drug-induced, spontaneous in origin, of a result of an
ki

hamster ovary celt and human lymphooyte chromosomal aberration assays. it was
negative in the bacterial Ames mutation assay, in an in vitro #P-postiabeling DNA
adduct assay, and in an /7 vivo mouse bone marrow chromosomal aberration and
micronucleus assay.

underlying psycmamc or physical disorder. he of any new
behavioral sign or symptom of concern requires careful and immediate evaluation,
Following rapid dose decrease or abrupt discontinuation of the use of sedative/hyp-
notics, there have been reports of signs and symptoms similar to those associated with
from other CNS-¢ drugs (see DRUG ABUSE AND DEPENDENCE).
LUNESTA, like other hypnotics, has CNS-depressant effects. Because of the rapid
enset of action, LUNESTA should only be ingested immediately prior to going to bed
or after the patient has gone to bed and has experienced difficulty falling asleep.
Patients receiving LUNESTA should be cautioned against engaging in hazardous
occupations requiring complete mental aleriness or motor coerdination (e.g., oper-
ating machinery er driving a motor vehicle) after ingesting the drug, and be cautioned
about potential impairment of the performance of such activities on the day foliow-
ing ingestion of LUNESTA. LUNESTA, like other hypnotics, may produce additive
(NS-depressant effects when coadministered with other psychotropic medications,
anticonvulsants, antihistamines, ethanol, and other drugs that themselves produce
CNS depression. LUNESTA should not be taken with aicohol. Dose adjustment may
he necessary when LUNESTA is ini with other CNS-dep: agents,
ecause of the potentially additive sffects.
PRECAUTIONS
General
Timing Of Brug Administration: LUNESTA should be taken immediately before bedtime.
Takmg a sedatlve/hypnotlc while still up and about may result in short-term memory
fons, impaired ion, dizziness, and i
Use In The Elderly And/Or Debilitated Patients: Impaired motor and/or cognitive
performance after repeated exposure or unusual sensitivity fo sedative/hypnotic
drugs is a concern in the treatment of elderly and/or debilitated patients. The recom-
mended starting dose of LUNESTA for these patients is 1 mg (see DOSAGE AND
ADMINISTRATION in the Full Prescrihing Infarmation).
Use In Patients With Concomitant Illmess: Clinical experience with eszopiclone in
patients with concomitant illness is limited. Eszopiclone should be used with caution
in patients with diseases or conditions that could affect metabolism or hemodynamic
1esponses.
A study in healthy volunteers did not reveal respiratory-depressant effects at doses
2.5-fold higher (7 mg) than the recommended dose of eszopiclone. Caution is advised,
however, if LUNESTA is prescribed to patients with ised respiratory function.
The dose of LUNESTA shouid be reduced to 1 mg in patients with severe hepatic
impairment, because systemic exposure is doubted in such subjects. No dose adjust-
ment appears necessary for subjects with mild or moderate hepatic impairment. No
dose adjustment appears necessary in subjects with any degree of renal impairment,
since less than 10% of eszopiclone is excreted unchanged in the urine.
The dose of LUNESTA should be reduced in patients who are administered potent
inhibitors of CYP3A4, such as ketoconazole, while taking LUNESTA. Downward dose
adjustment is also recommended when LUNESTA is administered with agents hav-
ing known CNS-depressant effects.
Use in Patients With Depression: Sedative/hypnotic drugs should be administered
with caution 1o patients iting signs and of . Suicidal ten-
dencies may be present in such patients, and protective measures may be required.
Intentional overdose is more common in this group of patients; therefore, the least
amount of drug that is feasible should be prescribed for the patient at any one time.
Information For Patients: Patient information is printed in the complete prescribing
information.
Laheratory Tests: There are no specific laboratory tests recommended.
Drug Interactions
CNS-Active Drugs
Ethanol. An additive effect on psychomotor performance was seen with coadministra-
tion of eszopicione and ethanol 0.70 g/kg for up to 4 hours after ethanol administration.
Paroxetine: Coadministration of single doses of eszoplclone 3 mg and paroxeting
20 mg daily for 7 days produced no
Lorazepam: Coadministration of single doses of eszopwlone 3 mg and lorazepam
2 mg did not have clinically relevant effects on the pharmacodynamics or pharmaco-
kinetics of either drug.
0 ine: G ini 3 mg and 10 mg produced a
decrease in DSST scores. The interaction was pharmacodynamic; there was no alter-
ation in the pharmacokinetics of either drug.
Drugs That Inhibit CYP3A4 (Ketoconazole): GYP3A4 is a major metabolic pathway for
elimination of eszopiclone. The AUC of eszopiclone was increased 2.2-fold by coad-
ministration of ketoconazole, a potent inhibitor of CYP3A4, 400 myg daily for 5 days.
Gy and 1, Were increased 1.4-fold and 1.3-fold, respectively. Other strong inhibitors
of CYP3A4 (e.g.. ritonavir,
nelfinavir) would be expected to behave SImllarly
Drugs That Induce CYP3A4 (Rifampicin): Racemic zopiclone exposure was
decreased 80% by concamitant use of rifampicin, a potent inducer of CYP3A4. A
similar effect would be expected with eszopicione.
Drugs Highly Bound To Plasma Protein: Eszopiclone is not highly bound to plasma
proteins {52-59% bound); therefore, the disposition of eszopicione is not expected
o be sensitive to alterations in proteln binding. Administration of eszopicione 3 mg
to a patient taking another drug that is highly protein-bound would not be expected
10 cause an alteration in the free concentration of either drug.
Drugs With A Narrow Therapeutic index
Digoxin: A single dose of eszopiclone 3 mg did not affect the pharmacokinetics of
digoxin measured at steady state folfowing dosing of 0.5 mg twice daily for one day
and ©.25 mg daily for the next 6 days.
Warfarin: Eszopicione 3 mg administered daily for 5 days did not affect the pharma-
cokinetics of (R)- or (S)-warfarin, nor were there any changes in the pharmacody-
namxc profite (prothrombm nme) following a single 25-mg oral dose of warfarin.
of Fertiiity
Larcit js:ina study in Sprague-Dawley rats in which eszopi-
clone was given by oral gavage, no increases in tumors were seen; piasma levels
(AUC) of eszopiclone at the highest dose used in this study (16 mg/kg/day) are esti-
mated to be 80 {femnates) and 20 (males) times those in humans receiving the max-

Of Fertility: Eszopiclone was given by oral gavage to male rats at doses
up to 45 mg/kg/day from 4 weeks premating through mating and to female rats at
doses up to 180 mg/kg/day from 2 weeks premating through day 7 of pregnancy. An
additionai study was performed in which only females were treated, up to
180 mg/kg/day. Eszopiclone decreased fertility, probably because of effects in both
males and females, with no females becoming pregnant when both males and
females were treated with the highest dose; the no-effect dose in both sexes was
5 mg/kg (16 times the MRHD on a mg/m? basis). Other effects inciuded increased
preimplantation loss (no-effect dose 25 mg/kg), abnormat estrus cycles (no-effect
dose 25 mg/kg), and decreases in sperm number and motility and increases in mor-
phologically abnormal sperm {no-effect dose 5 mg/kg).

Pregnaney

Pregnancy Category C: Eszopiclone administered by oral gavage to pregnant rats and
rabbits during the period of organogenesis showed no evidence of

ness (2% 1%, 6%}, nervousness {1%, 0%, 2%}, neuralgia (0%, 3%, 0%) Skin and
appendages: pruritus: {1%, 4%, 1%). Special senses: unpleasant taste (0%, 8%,
12%). Urogenital system: urinary tract infection {0%, 3%, 0%).
"Events for which the LUNESTA incidence was equal to or fess than placebo are not
listed, but included the following: abdominal pain, asthenia, nausea, rash, and
somnolence.
Adverse events that suggest a dose-response relationship in elderly adults include
pain, dry mouth, and unpieasant taste, with this relationship again clearest for
unpleasant taste. These figures cannot be used to predict the incidence of adverse
events in the course of usual medical practice hecause patient characteristics and
other factors may differ from those that prevailed in the clinical trials. Similarly, the
cited frequencies cannct be compared with figures obtained from other clinical inves-
tigations invelving different treatments, uses, and investigators.
The cited figures, however, do provide the prescribing physician with some basis for
estimating the relative contributions of drug and non-drug factors to the adverse
gvent incidence rate in the popuiation studied.
Other Events Observed During The Premarkeling Evaluation Of LUMNESTA.
Following is a list of modified COSTART terms that reflect treatment-emergent
adverse events as defined in the introduction to the ADVERSE REACTIONS section
and reported by approximately 1550 subjects treated with LUNESTA at doses in the
range of 1 to 3.5 mg/day during Phase 2 and 3 clinical trials throughout the United
States and Canada. Al reported events are included except those already listed here
or listed elsewhere in labeling, minor events common in the general poputation, and
events unlikely to be drug-related. Although the events reported occurred during
treatment with LUNESTA, they were not necessarily caused by it.
Events are listed in order of decreasing frequency according te the foliowing defini-
tions: frequent adverse events are those that occurred on one or more occasions in
at feast 1/100 patients; infreguent adverse events are those that occurred in fewer
than 1/100 patients but in at least 1/1,000 patients; rare adverse events are those that
occurved in fewer than 1/1,000 patients. Gender-specific events are
based on their incidence for the appropriate gender.
Frequent: chest pain, migraine, peripherat edema.
Infrequent: acne, agitation, allergic reaction, alopecia, amenorrhea, anemia, anorexia,
apathy, arthritis, asthma, ataxia, breast engorgement, breast enlargement, breast
I breast pain, . bursitis, celluiitis, cholelithiasis, conjunctivitis,

to the highest doses tested (250 and 18 mg/kg/day in rats and rabbits, respect!vely,

contact dermatitis, cystitis, dry eyes dry skin, dyspnea, dysuria, eczema, ear pain,

these doses are 800 and 100 times, resp the fed
human dose {MRHD] cn a mg/m? basis). In the rat, slight reductions in fetal weight
and evidence of developmental delay were seen at maternally toxic doses of 125 and
150 mgrkg/day, but not at 62.5 mg/ka/day (200 times the MRHD on a mg/m? basis).
Eszopiclone was also administered by oral gavage to pregnant rats throughout the

lability, epistaxis, face edema, female lactation, fever, halitosis, heat stroke,
hematuria, hernia, hiccup, hostility, hypercholesteremia, hypertension, hypertonia,
hypesthesia, incoordination, increased appetite, insomnia, joint disorder (mainly
swelling, stiffness, and paln), kidney calculus, kidney pain, laryngitis, leg cramps,
lymphadenopathy, malaise, mastitis, melena, memory impairment, menorrhagia,
, mouth ia, neck rigidity, neusosis, nystagmus, otitis

pregnancy and lactation periods at doses of up to 180 mg/kg/day. post-

implantation loss, decreased postnatal pup weights and survival, and increased pup

startle response were seen at ali doses; the fowest dose tested, 60 mg/kg/day, is 200

times the MRHD on a mg/m? basis. These doses did not produce significant mater-

nal toxicity. Eszapiclone had no effects on other behavioral measures or reproductive

function in the offspring.

There are no adequate and well-controlied studies of eszopiclone in pregnant women.

Eszopiclone shouid be used during pregnancy only if the potential benefit justifies the

potential risk to the fetus.

Labor And Defivery: LUNESTA has no established use in labor and delivery.

Nursing Mothers: It is not known whether LUNESTA is excreted in human milk.

Because many drugs are excreted in human milk, caution should be exercised when

LUNESTA is administered to a nursing woman.

Pediatric Use: Safety and effectiveness of eszopicione in children below the age of 18

have not been established.

Geriatric Use: A total of 287 subjects in doubie-blind, parallel-group, placebo-con-

trolted clinica! trials who received eszopiclone were 65 to 86 years of age. The over-

alt pattern of adverse events for elderly subjects (median age = 71 years) in 2-week

studies with nighttime dosing of 2 mg eszopiclone was not different from that seen

in younger adults. LUNESTA 2 mg exhibited significant reducticn in sleep latency and
in sleep mai in the elderly lati

ADVERSE REACTIONS

The premarketmg development program for LUNESTA included eszopicione

exposures in patients and/or normal subjects from two different groups of studles

externa, otms media, paresthesia, refiexes , skin
discoloration, sweating, thinking abnormal {mainly difficulty concentrating), thirst,
tinnitus, twitching, ulcerative stomatitis, urinary frequency, urinary incentinence,
urticaria, uterine hemorrhage, vaginal hemorrhage, vaginitis, vertigo, vestibular
disorder, weight gain, weight loss.

Rare: abnormal gait, arthrosis, colitis, dehydration, dysphagia, erythema multiforme,
euphoria, furunculosis, gastritis, gout, hepatitis, hepatomegaly, herpes zoster,
hissutism, hy

iritis, liver damage, rash, neuriis,
oliguria, photophobia, ptosis, pyelonephrms rectal hemorrhage, stomach ulcer
stomatitis, stupoy, thrombophiebitis, tongue edema, tremor, urethritis,

vesicutobullous rash.
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: LUNESTA is a Scheduie 1V controlied substance under
the Controlled Substances Act. Other substances under the same classification are
ines and the nc ics zaleplon and zolpidem. While
eszopictone is a hypnotic agent with a chemical structure unrelated to benzodi-
azepines, it shares some of the pharmacologic properties of the benzodiazepines.
Abuse, Dependence, and Tolerance
Abuse and Dependence: In a study of abuse liability conducted in individuals with
known histories of benzodiazepine abuse, eszopiclone at doses of 6 and 12 mg pro-
duced euphoric effects similar to those of diazepam 20 mg. In this study, at doses
2-fold or greater than the maximurn recommended doses, a dose-Tefated increase in
reports of amnesia and hallucinations was observed for both LUNESTA and diazepam.
The clinical trlal expenence with LUNESTA revealed no evidence of a serious

approximately 400 normal subjects in clinical phar

studies, and approximately 1550 patients in placebo-controlied chmcal effectiveness
studies, corresponding to approximately 263 patient-exposure years. The conditions
and duration of freatment with LUNESTA varied greatly and included (in overiapping
categories) open-label and double-blind phases of studies, inpatients and
outpatients, and short-term and longer-term exposure. Adverse reactions were
assessed by collecting adverse events, resuits of physical examinations, vital signs,
weights, laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and
recorded by clinical investigators using terminology of their own choosing.
Consequently, it is not possible to provide a meaningfu! estimate of the proportion of
individuals experiencing adverse events without first grouping similar types of events
into a smaller number of standardized event categories. in the tabulations that follow,
COSTART terminology has been used to classify reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least ance, a treatment-emergent adverse event of the type listed. An
event was considered treatment-emergent if it ocourred for the first time or worsened
while the patient was receiving therapy following baseline evaluation,

Adverse Findings Obssrved in Placeho-Controlisd Trials
b

less, the followmg adverse events included in DSM-IV
criteria for dati were reported during clinical
trials following placebo substitution occurrlng within 48 hours foltowing the last
LUNESTA treatment: anxiety, abnormal dreams, nausea, and upset stomach. These
reported adverse events occurred at an incidence of 2% or less. Use of
benzodiazepines and similar agents may lead to physical and psychological
dependence. The risk of abuse and dependence increases with the dose and duration
of treatment and concomitant use of other psychoactive drugs. The risk is also greater
for patients who have a history of alcoho! or drug abuse or history of psychiatric
disorders. These patients should be under careful surveiliance when receiving
LUNESTA or any other hypnotic.
Tolerance: Some loss of efficacy to the hypnotic effect of benzodiazepines and benzo-
diazepine-like agents may develop after repeated use of these drugs for a few weeks.
No development of tolerance to any parameter of sleep measurement was observed
over six months. Tolerance to the efficacy of LUNESTA 3 mg was assessed by 4-week
objective and 6-week subjective measurements of time to sleep onset and stesp main-
tenance for LUNESTA in a placebo-controlled 44-day study, and by subjective assess-
ments of time to sieep onset and WASO in a placebe-contralled study for 6 months.
OVERDOSAGE
There is limited premarketing clinical experience with the effects of an overdosage of
LUNESTA In clinical trials with eszopiclone, one case of overdose with up to 36 mg

Adverse Events Resuiting in Di of Treatment: in placeb
paraliel-group clinical trials in the elderly, 3.8% of 208 patients who recexved
placebo, 2.3% of 215 patients who received 2 mg LUNESTA, and 1.4% of 72 patients
who received 1 mg LUNESTA discontinued treatment due to an adverse event. [n the
6-week paraliel-group study in adults, no patients in the 3 mg arm discontinued
because of an adverse event. In the fong-term 6-month study in adut insomnia
patients, 7.2% of 195 patients who received placebo and 12.8% of 593 patients who
received 3 mg LUNESTA discontinued due to an adverse event. No event that
resulted in discontinuation oceurred at a rate of greater than 2%.

Adverse Events Observed at an Incidence of >2% in Controfled Trials. The follow-
ing lists the incidence (% placebo, 2 mg, 3 mg, respectively) of treatment-emergent
adverse events from a Phase 3 placebo-controlied study of LUNESTA at doses of 2
or 3 mg in non-eiderly adulis. Treatment duration in this trial was 44 days. Data are
limited to adverse events that occurred in 2% or more of patients treated with
LUNESTA 2 mg {n=104) or 3 mg (n=105) in which the incidence in patients treated
with LUNESTA was greater than the incidence in placebo-treated patients (n=89).!
Body as a whole: headache (13%, 21%, 17%), viral infection (1%, 3%, 3%).
Digestive system: dry mouth (3%, 5%, 7%}, dyspepsia {4%, 4%, 5%), nausea (4%,
5%, 4%), vomiting (1%, 3%, 0%). Nervous system: anxiety (0%, 3%, 1%), confu-
sion (0%, 0%, 3%}, depression (0%, 4%, 1%), dizziness (4%, 5%, 7%}, hallucina-
tions {0%, 1%, 3%), libido decreased {0%, 0%, 3%), nervousness (3%, 5%, 0%),
somnolence (3%, 10%, 8%). Respiratory system: infection (3%, 5%, 10%). Skin and
appendages: rash (1%, 3%, 4%). Special senses: unpieasant taste (3%, 17%, 34%).
Urogenital system: thea* (0%, 3%, 0%), ia** (0%, 3%, 0%).
*Gender-specific adverse event in fernales

imum recommended human dose (MRHD). However, in a study in

**Gend ific adverse event in males

was reported in which the subject fully recovered. Individuals have
ful]y recovered from racemic zopiclone overdoses up to 340 mg (56 times the
dose of eszopiclone).
Signs And Symptoms: Signs and symptoms of overdose effects of CNS depressants
can be expecied to present as exaggerations of the pharmacological effects noted in
linical testing. ranging from sc to coma
fias been described. Rare individual instances of fatal outcomes faliowing overdose
with racemic zopictone have been reported in European postmarketing reports, most
often associated with overdose with other CNS-depressant agents.
Recommended Treatment: General symptomatic and supportive measures should be
used along with immediate gastric lavage where appropriate. Intravenous fluids
should be administered as needed. Flumazenil may be useful. As in ail cases of drug
overdose, respiration, puise, blood pressure, and other appropriate signs should be
monitored and generai supportive measures empioyed. Hypotension and CNS
depression should be monitored and treated by appropriate medicat intervention. The
vaiue of dialysis in the treatment of overdosage has not been determined.
Poison Control Center: As with the management of all overdosage, the possibility of
multiple drug ingestion shouid be considered. The physician may wish to consider
contacting a poison control center for up-to-date information on the management of
hypnetic drug product overdosage.
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METABOLIC CONCERNS:
You Can Make A Difference

e

In the landmark CATIE
schizophrenia study, diabetes
was 4 times more common
in patients at baseline than
in the general population.
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IN SCHIZOPHRENIA. ..
Choose GEODON—treat

CHOOSE COMPARABLE POWER. ..

Consistent results in acute head-to-head studies®*

BPRS Core Items

42. @ 42-

GEDDON Dlanzapine Risperidone
(n=70} (n=84) (n=84)

Mean % improvement from baseline at end point

A B-week, double-blind, randomized study of GEODON vs olanzapine and an B-week,
double-blind, randomized study of GEODON vs risperidone.

B BPRS core items include hallucinatory behavior, unusual thought content,
conceptual disorganization, and suspiciousness

B Comparable efficacy was maintained in double-blind extension studies
—up to 1 year vs risperidone?
—up to 6 months vs olanzapine®

GEODON is indicated for the treatment of schizophrenia.

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an
increased risk of death compared to placebo. GEODON is not approved for the treatment of patients
with dementia-related psychosis.

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 has a greater capacity to prolong the QT interval than several antipsychotics. In some
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.

Hyperglycemia-related adverse events, sometimes serious, have been reported in patients
treated with atypical antipsychotics. There have been few reports of hyperglycemia or
diabetes in patients treated with GEODON, and it is not known if GEODON is associated
with these events. Patients treated with an atypical antipsychetic should be monitored
for symptoms of hyperglycemia.

In short-term schizophrenia trials, 10% of GEODON-treated patients experienced a

weight gain of =7% of body weight vs 4% for placebo. In the same short-term trials, the most
common adverse events were somnolence (14%) and respiratory tract infection (8%).



with the body in mind

...WITHOUT COMPROMISING METABOLIC PARAMETERS

Significant results in switch studies after 1 year®®
Body Weight () Total Cholesterol (mg/dL)

Switched Switched itche Switched
from from from

olanzapine risperidone olanzapine risperidone

GEODON GEODON sonoN R GEODON

22" -15° -18" g -13

Two 1-year open-label extensions of 6-week, open-label switch studies in patients suboptimally
controlled due to partial response or poor tolerability.

® Patients switching to GEODON from olanzapine and risperidone also
experienced reductions in triglycerides®

In the acute head-to-head studies...

B |n the GEODON vs olanzapine study, olanzapine significantly increased
body weight (8 Ib vs 2 Ib for GEODON, P<0.0001)%**

® In the GEODON vs risperidone study, risperidone increased body weight
(2 Ib vs O Ib for GEODON, P<0.01)**

GEODON

ziprasidone HCl|Oral Capsules

e

Please see brief summary of preseribing information on adjacent page.



BRIEF SUMMARY. See package insert for full prescribing information.
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosi with

information and instructions in the Patient i with patients. Laborafory Tests: Patients being considered
for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium
Low serum potassium and magnesium stiould be repleted before treatment. Patients who are started on diuretics during

atypical antipsychotic drugs are at an increased risk of death compared to placebo. Analyses of placebo trials
(modal duration of 10 weeks} inthese patients revealed arisk of death in the drug-ireated patients of hetween 1.610 1.7 times that seen
in placebo-treated patients. Over the course of a typical 10 week controlled trial, the rate of death in drug-treated patients was about
4.5%, compared fo a rate of about 2.6% in the placeho group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascuiar (e.g., heart failure, sudden death) or infectious (e.g., pneumonia} in natare. GEODON (ziprasidone) is not
approved for the freatment of patients with Dementia-Related Psychosis

INDIGATIONS—GEQDON isindicated forthe d acute manic or mixed epi iated with
hipolar disorder with orwithout psychotic features. GEODON® (ztprastdone mesylate} for Injection is indicated for acute agitation in
schizophrenic patients.

CGONTRAINDICATIONS — ﬂTPraIangalion: Because of GEODON's dose-related prolongation of the QT interval and the known association
of fatal arrthythmias with GT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (mc!ud ng congennal long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failurs (see
ies between GEODON and other drugs that prolong the QT inferval have not been
performed. An addmve effect of GEODON and other drugs thai prolong the QT interval cannot be excluded. Therefore, GEGOON should not
be given with dofetilice, sotalol, quiniding, other Class la and I1) anti-arrhythmics, mesoridazine, thicridazine, chiorpromazine, droperidol,
pimozide, sparfloxacin, gatiﬂoxacin, moxifioxacin, halofantring, mefioquine, pentamidine, arsenic trioxide, levomethadyl acetate, dolasetron
mesylate, probucel, or tacrofimus. GEQDON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodyrtamic effects and have this effect described inthe full prescribing information as a contraindication or a boxed or bolded warning
{se¢ WARNINGS ). GECDON is contraindicated in individuals with a known hyp itivity to the product. WARNINGS —Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis freated with atypical
antipsychotic drugs are at an inereased risk of death compared to placeho. GEODON (ziprasidone} is not approved for the freatment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolangation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT; interval, Additionally, clinicians should be alertto the
identification of other drugs that have been consistently observed to prolong the GT; interval. Such drugs should not be prescribed with
GEODON. A study directly comparing the QT/QT;-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT; from baseline for GEGDON ranged from approximately
9to 14 mseg greater than for four of the comparator drugs (risperidone, slanzapine, quetiapine, and haloperidol}, but was
approximately 14 msec less than the prolongation observed for thioridazine. In this study, the effect of GEODON on QT length was not

GEODON therapy need periodic monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Inferactions: (1} GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when it is taken in combination with other centrally
acting drugs. (3) Because of its potentia for inducing hypotension, GEODON may enhance the effects of certain anthypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Druas on GEODON: Carbamazeping, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Crax 0f GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maafoxdid not affect GEODON phar inetics. Population inetic analysis
of schizophrenic patients in contrlled clinical trials has not reveated any cinically signifi inefici ions with benziropine,
propranolol, or lorazepam. Effect of GEODON on Other Drugs: In vitre studies revealed littie potential for GEGDON fo interfere with the
metabolism of drugs cleared primarfly by CYP1A2, CYP2CS, CYP2C18, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON dueto displacement. GEODON 40 mg bid administered concomitantly with Ahium450 mg bid for 7 days did notaffect ihe steady-
state levet or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg} and levenorgestre! (0.15 mg}. Consistent with in vitro results, a study in normai healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, 2 CYP206 model substrate, to its major mefabolite, dextrorphan.
There was no statistically significant change in the urinary dexiromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Litetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In male mice,
there was na increase in incidence of tumors refative to controls. [n female mice there were dose-related increases in the incidences of
pituitary giand adenema and carcinoma, and mammary gland adenocarcinoma at all doses tested. Increases in serum prolactin were
ohserved ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactinin rats in a 5-week dietary
study atthe doses that were used in the carcinogenicity study. The relevance for human risk of the findings of profactin-mediated endocrine
fumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of S. fyphimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromasomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
fime 0 copulation in Sprague-~Dawley rats in two fertility and eariy embryonic development studies at doses of 10 to 160 mg/kg/day (0.510
8 times the MRHD of 200 mg/day on a mg/m? basis}. Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on @ mg/m’ basis).
There was noeffecton fertility at 40 mg/kg/day {2 times the MRHD ona mg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy

augmented by the presence of 2 metabolic inhibitor 200 mg bid}. In pl frials, GEODON the
(T, interval compared to placeho by approximately 10 msec at the highest recommended daly dose of 160 mg. In clinical rials the
electrocardiograms of 2/2088 {0.06%) GEODON patients and 1/440 {D.23%) placeho patients revealed OT, intervals exceeding the
potentially elinically relgvant threshold of 500 msec. In the GEODON patients, nellhercase suggested arofe of GEODON. Some drugs
that protong the QT/QT; interval have been iated with the th sudden unexplained death.
The relationship of OT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT, prolongations may also increase risk, or increass it in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genefic predisposition. Although torsade de pointes has not heen observedin associationwith the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule outan increased risk. A study evaluating the AT/QT,
prolonging effect of intramuscutar GECDON, with intramuscuiar haloperide! as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at ihe time of maximum plasma concentration fallowing twa injections of GEODON {20 mg then 30 mgj) or
haloperidol (7.5 mg then 10 mg) given four hours apart. Nete that 2 30 mg dose of intramuscular GEODCN is 50% higher than the
recommended therapeutic dose. The mean change in QT, from baseline was calculated for each drug using asample-hased correction
that removes the effect of heart rate an the QT interval. The mean increase in QT, from baseline for GEODON was 4.6 msec following
the firstinjection and 12.8 msec following the second injection. The mean increase in T, from baseline for haloperidol was 6.0 msee
fallowing the first injection and 14.7 mse following the second injection. In this study, no patient had a QT, interval exceeding 500
msec. As with other anfipsychotic drugs and placebo, sudden unexplained deaths have been repored in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to ofher
antipsychotic drugs or placehe, but the extent of exposure was limited, especially for the drugs used as active conirols and placebs.
Nevertheless, GEBDON's larger prolongation of GT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treafing schizophrenia. This possibility needs
1o be considered in deciding among alternative drug products. Certain circumstances may increase the risk ofthe occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that protong the QT interval, including {1) bradycardia; (2)
hypakalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT, interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also he avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interaciions under PRECAUTIONS). It is recommended that
patients being considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypoka[emia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and ariyihmia. Hypokalemla may resull from diuretic fherapy, diarrhea, and other causes. Patients with low serum

withtreatment. it al to periodically
monitor serum during GECDON Persmtenlly prolonged QT;
intervals may also increase the risk of further prolongation and: arrhyihmla butitis nntclear that CG

i

only ifthe potential benefit justifies the potential risk tothe fetus. Labor and Delivery: The effect i GEODON onlabor and delivery inhumans
is unknown. Nursing Mothers: 1t is not known whether, and if o in what amount, GEODON or its metabolites are exereted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been ished. Geriatric Use: Of the appi ly 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was no indication of any /differentol lerability for GEODON er of reduced clearance
of GEODON in the elderly compared to younger adults. Neveriheless, the presence of multiple factors that mightincrease the
pharmacedynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starfing dose,
slower fitration, and ] i dunng initial dosing period for some eiderly patients. ADVERSE! REACTIONS—AdverseHnﬂmgs
Observed in Shori-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week flexible-dose frials)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treaiment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash ameng GEODON patients {1%) compared to no placebo patients {see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279} of GEGCDON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-treated
patient; kathisia, anxiety, ion, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%} compared to one placebo patient each for dystonia and rash (1%} and no piacebo patients for the remaining adverse events.
Adverse Events at an Incidence 5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in schizophrenia trials were somnalence {14%) and respiratory tract infection (8% /o) The most common\y observed adverse
events associated with the use of GEODON in bipolar mania frials were lence {31%;, ptoms (31%), dizziness
{16%), akathisia (10%), abnormal vision (6%}, asthenia (6%}, and vomiting (5%). The followmg list enumerates the treatment- -emergent
adverse svents that occurred during acute therapy, including only those events that ogcurred in 2% of GECDON patients and at a greater
incidenca than in placebo. Schizophrenia: Body as a Whole—asthenia, accidental injury, ehest pam Cardiovascular—tachycardia.
Digestive—nasea, constipation, dyspepsia, diarrhea, dry mouih, anorexia, Nervous— akathisia,
diziness. Respiratory—respiratory tract infection, thinifis, cough increased. Skin and Appendages—| msh fungal dermatitis. Special
Senses— abnormal vision. Bipolar Mania: Body as a Whots eAheadache asthema aci dental injury. Cardiovascular— hypertension.

Digestive—nausea, diarthea, dry mouth, vomiting, i Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthessa speech disorder. Respiratory—pharyngitis, dyspnea
Skin and Appendages—fungal dermatitis. Special Senses—abnarmal vision. Dose Dependengy: An analysis for dose response n the
schizophrenia irials revealed an apparent relation of adverse event to dose for the following: asthenia, posturaf hypotension, anorexia, dry
mouth, increased salivation, anhralgla anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

EPS):Th

effective in detecting such paients. Rather, GEODON shoutd be avoided in pati ith histories of signiti illness,
&g, QT prolongation, recent acute my ial infarction, heart failure, or cardiac arrhythmia. GEGDON should be
discontinued in pati found to have persistent QT >800 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complexsomefimes referred toas Neuroleptic Malignant Syndrome (NMS) has been reponed |nassomanon with
administration of antipsychotic drugs. The management of NS should include: (1) i of drugsand
other drugs not essential to concurrent therapy; (2) intensive symptomatic freaiment and medical monitoring; and (3) treatmentof any
concomitant serious medical problems for which specific ireatments are available. If  patient requires antipsychotic drug treatment after

id if reported EPS for GEODON patients in the short-ferm, placebo- -controlled schizophrenia
trlals was 14%vs 8% forplacebo Objectively collected data from those trials on the Simpson-Angus Rating Scale and the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
fiypotension (see PRECAUTIONS). Weight Gam n shon terim schizophrenia triais, the proportions of patients meeting a weight gain
criterion of 27% of body weight greater incidence of weight gain for GEGDON patients
{10%} vs placebo patients (4%). A mecian welght gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a

recovery from NMS, the potential reintroduction of drug therapy should be carefult . The patient: menitored,

of patients at hasefine on the basis of bedy mass index (BMI) showed the greatest mean weight gain and the highestincidence

sincg recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuniary, dyskinetic
movements may develop in patients undergoing treatment with anfip: drugs. Although the p! of TD appears o be highest
among the elderly, especially elderly women, it isimpossible to rely upon prevalence estimates to predlct, atthe inception of antipsychotic
treatment, which patients are likely to develop TD. i signs and symptoms of TD appear in a patient on GEODON, drug discontinuation should
be considered. Hypergiycemia and Diabetes Mellifus: Hyperglveeria-related adverse events, sometimes serious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and it is not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia, PRECAUTIONS — General: Rash: In premarketing frials, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treaiment in about one-sixth of these cases. The occurrence of rash was dose related althoughthe
finding might also be explained by longer exposure in higher-cose patients. Several patients with rash had sign:
systemic lliness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GECDON, and all patients were reported to recover completely. Upon rash for thh analt

of clinically mgnlflcarﬂwelght gain {>7% of body weight) in patients with a low BMi (<23} compared to normal (23-27) or overweight (>27)
pafients.There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients with a “normal” BMi,and a1.3
kg mean weight loss for patients with a “high” BM). £C& Changes: GEODON is associated with an increase in the QT interval (see
WARNINGS). In schizophrenia rials, GEODON was associated with a meanincrease in hieart rate of 1.4 beats per minute comparedtoa0.2
beats per minute decrease among placebo patients. Offrer Adverse Events Obiserved During the Premarketing Evaluation of GEODON:
Frequent adverse events are these occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 o 1/1000
pafients; rare events are those accurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole— Frequent: abdominal pain, flu
syndrome, fever, accidental fal, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent: ia, hypertension, bradycardia, angina pectoris, atrial fibriflation; Rare: first-
degree AY block, bundle branch block, phlebitis, pulmonary emboius, cardiomegaly, cerebral infarct, cerebrovaseular accident, desp
thrombophlebitis, myocarditis, thrombephlebitis. Digestive System — Frequent: anorexia, vomiting; /nfrequent: rectal hemorrhage,
dysphagia, tonque edema; Rare:gum hemorrhage, jaundice, fecal impaction, gamma glutamy! transpeptidase increased, hematemesis,

jtension;

cannot beidentified, GEQDON should be discontinued. Orthostatic Hypotension: GECDON 18y iated
with dizziness, tachycard ia, and, in some patients, syncope, especially during the initial dose-titration peried, probably reflecting ifs ay-

adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should he used with particular caution in
patients with known cardicvascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydratien, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEGDON patients. There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be

jaundice, hepatms hepatomegaly, leukoplakda of mouth, fatty liver deposit, meiena. Endocrine— Rare: hypothyroidism,
fyperthyroidism, thyroiditis. Hemic and Lymphatic System—lnfrequent aneimia, ecchymosis, laukocylosis, leukopenia, sosinophilia,
fymphadenopathy; Rare: thrombocy ia, hyp hocytosis, monecytosis, basophilia, Iymphedema polycylhemxa
thrombecythemia. Mefabolic and Nutrfional Disorders thirst, inase increased, peripheral edem:

creatine phosphokinase increased, alkaline phosphatase increased, hypercholesierem|a dehydranon lactic dehydrogenase mcreased
aibummuna hypokalemla Fiare BUN increased, creatinine increased, f hype hyperkalemia, hypochl
glucose tolerance decreased, gout, ia, hyperuricemia, t

I

used cautiouslyin patients with a history of seizures orwith conditions that potentially lower the seizure threshold, e.g., Aizheimer’s dementi

Gonditicns that lower the seizure thrashold may be more prevalent ina population of 85 years or older. Dysphag : Esophageal dysmotillty
and aspiration have been associated with antipsychotic drug use. Aspiration pneumenia is a common cause of morbidity and mertality in
elderly patients, in particular those with advanced Alzheimer's dementia, and GEODON and other antipsychotic drugs should be used
cautiously i patients at risk forasp;ranon pneumania. {See alsc Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosm) yperprolactinemia; As with other drugs that antagenize dopamine Dy receptors, GEGDON elevates
prolactinlevelsin humans. Ti it nethird of human breast cancers are prolactin dependent
invitro, afactor of potential importance if the prescription of these drugs s contemplated ina patient with prewously defected breast cancer.

hatapproxi

Neither clinical studies norepldemlologlcstudles condugted to date havesh ciation bety oftnis class
of drugs and tumorigenesis in humans; ble evidenceis consi toolimited tob tthis time. Potential for Cognitive
and Motor Impairment: Somnolence reported adh itin GEODON patients. inthe 4-and 6-weekp -controfied

i reacnon ketosis, respiratory alkalosis. Musculoskeletal System — frequent: myalgia;
Infrequent tenosynovitis; Rarer myopathy. Nervous System Frequent:agitation, extrapyramidal syndrome, tremar, dystonla hypertonia,
dyskingsia, hostility, twitching, paresthesia, confusion, verligo, hypokinesia, hyperkinesia, abnormal gatt, oculogync cnsxs hypesthesra

ataxia, amnesia, cogwheel rigidity, dehnum hypotonia, akinesta, dysarthrla, wi ndrome, buec
diplopia, incoordination, Fparalysis; Rare: myoclonus, torticols, Ci p , opistt 3
teflexes increased, trismus. esglratou System Frequent dyspnea; Infreq epistaxis; Rare: is, laryngismus.

Skin and Apgendages—lnfreauent maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent. fungal dermatits; /nfrequent: conjuncivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare;eye hemorrhage, visual field defect, keratifis, ivitis. Urogenital System —infrequent impotence, abnormat
ejaculation, amenarthea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
ia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nociuria, ofiguria, female sexual dysfunction, utering hemorhage.

trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence ted to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skiils, patients shoutd be
cautioned about performing activities requiring mental alertness, such as operating @ motor vehicle {including autornobiles) or operating
hazardous machinery until tney are reasonably certain that GEODON therapy does not affect them adversely. Priapism; One case of priapism
was reported in the premarketing database. Body Temperature Regulation: Although not reported with GEODON in premarketing trials,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychotic iliness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient management fo reduce overdose risk.
Use in Patients with Gencomitant lliness: Clinical experience with GEODON in patients with certain concomitant systemic ifnesses is limited.

Adverse Finding Observed in Trials of Intramuscular GEGDON: inthese studies, ihe most commonly observed adverse events associated
with the use of intramuscular GEODON (25%) and observed at a vate on inframuscular GEODON (in the higher dose groups) at least twice
that of the lowest intramuscular GEODON group were headache (13%}, nausea (12%}, and somnolence (20%). Adverse Events atan
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
that occurred in=1% of GEODON patients {in the higher dose groups) and at least twice that of the lowestintramuscular GECDON group.
Bodyas aWhole—headache, injection site pain, asthenia, abdominat pain, flu syndrorme, back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarthea, vomiting, dyspepsia, anorexia, constipation,
tooth disarder, dry mouth. Nervous—dizziness, anxiety, insomnia, semnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—

GEODON has noth luated or used toany appl itin patients with a recent history of dial infarction or unstable hieart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in eardiac patients (see QT Prolongation and Risk of Sutlden Deathin
WARNINGS and Orthostatic Hypatension in PRECAUTIONS). faformation for Patients: To ensure sate and effective use of GEODON, the

fur is, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlied Substance Class:
GEODON is notacontrolled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intenfional overdosage
of GEODON was documented in 10 patiens. All patients survived without sequelae. In the patient taking the largest confirmed amount (3240
mg), the enly symptoms reported were minimal sedation, slurring of speech, and transitory hypertensien {BP 200/35).

References: 1. Goff DC, Sullivan LM, McEvoy JP, et al. A comparison of ten-year cardiac risk estimates in schxzolphrema patients from the CATIE study and matched conirols. Schizophr Res. 2005;80:45-53 2. Data on file. Pizer Inc,

New York, NY. 3. Sxmpson GM, Gick ID, leiden PJ, Romane SJ, Siu CO. Randomized, controlled, double-bl

ind multicenter comparison of the efficac

and tolerabitity of ziprasidone and olanzapme in acutely ill inpatients with

schlzoghrenla of schizoaffective disorder, Am J Psych/atry 2004; 161:1837-1847. 4. Addlngton DEN, Pantelis C, Dineen M, Benattia I, Romano SJ. Effi icacy and tolerability of ziprasidone versus risperidone in patients with acute

exacerbation of schizophrenia or schizoaffective disorder: an 8- week double-blind, multicenter trial. J Clin Psychiatry.
rnulticenter continuation study of ziprasidone versus olanzapine in schlzophrema Am'J 6ychlatry 2005;162:153!
to ziprasidone. Presented at: American Psychiatric Association Annual Meeting; May 1-6, 2004; New York, NY.

2004; 65:1604-1633. 5. Simpson GM, Weiden P, Pi
-1538. B. Weiden PJ, Loebel A, Yang R, Lebovitz H. Course of weigf t & metabolic benefits 1 year after switching

igott T, Murray S, Siu CO, Romano SJ, Six-month, blinded,

Revised
Novermiber 2006

GZU00021 © 2007 Plizer Inc. Al rights reserved.

March 2007

@ U.S. Pharmaceuticals



o/egpgels sed?

7 Anxiety, insomnia,

low energy

/| Currently on an SSRI

7’ Still suffering

(} 1 may be time

. w_, ég Mo’ike Q C‘hdﬂge




IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and
behavior (suicidality) in short-term studies in children and
adolescents with Major Depressive Disorder (MDD) and other
psychiatric disorders. Anyone considering the use of EFFEXOR XR
or any other antidepressant in a child or adolescent must
balance this risk with the clinical need. Patients who are
started on therapy should be observed closely for clinical
worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised of the need for
close observation and communication with the prescriber.
EFFEXOR XR is not approved for use in pediatric patients.
{5ee Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-
controlled trials of 9 antidepressant drugs (SSRIs and
others) in children and adolescents with Major Depressive
Disorder (MDD), obsessive-compulsive disorder (OCD), or
other psychiatric disorders (a total of 24 trials involving
over 4,400 patients) have revealed a greater risk of adverse
events representing suicidal thinking or behavior
(suicidality) during the first few months of treatment in
those receiving antidepressants, The average risk of such
events in patients receiving antidepressants was 4%, twice
the placebo risk of 2%. No suicides occurred in these trials.

«EFFEXOR XR is contraindicated in patients takin
monoamine oxidase inhibitors (MAOQIs). EFFEXOR XR shoul
not be used in combination with an MAOI or within at least
14 days of discontinuing treatment with an MAOI; at least

7 days should be allowed after stopping EFFEXOR XR
before starting an MAOL.




Break HaCycle
with EFFEXOR XR

‘/ In an open-label study of patients who failed previous antidepressant
treatment, nearly 0% achieved remission when changed to EFFEXOR XR'

/ In the PREVENT " study, the probability of preventing a new episode
of depression was 92% with EFFEXOR XR in maintenance year 2 vs. 55%
with placebo”

‘/ More than 42 years of clinical experience and over 20 million patients treated
with EFFEXOR/EFFEXOR XR*

» Adult and pediatric patients with MDD can experience worsening of  * Abrupt discontinuation or dose reduction has been associated with
their depression and/or the emergence of suicidal ideation and  discontinuation symptoms. Patients should be counseled on possible
behavior, whether or not they are taking antidepressants. Patients  discontinuation symptoms and monitored while discontinuing the
treated with antidepressants should be observed closely for dmlg:'ethe dose should be tapered gradually. See the Precautions section
clinical worsening and suicidality, especially at the beginning  of the Prescribing Information.
of drug therapy, or at the time of increases or decreases in . he most common adverse events reparted in EFFEXOR XR short-term
dose. Anviety, agitation, panic attacks, insomnia, fmitability, hostility,  pfacebo-contralled MDD, generalized anxiety disorder (GAD), social
agressiveness, impulsivity, akathisia, hypomania, and mania have been  ayiary disorder (SAD), andlor panic disorder (PD) trials (incidence
reported and may represent Jxecmsm to emerging suicidality. topping  >100¢ and >2x that of placebo) were anorexia, asthenia, constipation,
or madifying therapy should be considered especially when SYmptoms  giziness dry mouth, ejaculation problems, impotence, insomnia,
are severe, abrupt in onset, o not part of presenting symptoms.

* The devel!upr;:em of potentially Iifea-éhreatenin serotonin syrndr?j‘lme
may occur when EFFEXOR XR is coadministered with other drugs that . o
may affect the seratonergic neurotransmitter systems. Concomitant use For study design, please see references or visi PreventStudy.com.
of EFFEXOR XR with MAOIs is contraindicated. If concomitant use of  'Based on IMS National Prescription Audit and SDI longitudinal
EFFEXOR XR with an SSRI, SNRI, or a triptan is dinically warranted, ~ Presdiption data.
careful observation of the patient is advised. Concomitant use
of EFFEXOR XR with tryptophan supplements is not recommended.

. ;rleat[rinem w'rth{ve?lafaxine is associated with sustained in?reasea in ONCE=-DAILY
pod pressure (BP) in some patients. Postmarketing cases of elevated
BP requiring immediate treatment have been reported. Pre-existing V E N L A FA X JII N E H C f

hypertension should be controlled. Regular BP monitoring > EXTENDED
is recommended. CAPSULES
|

» Mydriasis has been reported in assodation with venlafaxine; therefore,
patients with raised intraocular pressure or those at risk of acute narmow-

angle glaucoma (angle-closure glaucoma) should be monitored. The Chﬂﬂgﬂ they deserve.

nausea, nervousness, somnalence, and sweating.
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Effexor XR (8%) than placebo (4%) patients in MDD studies. The discontinuation rate for anorexia was 1.0% in MDD
studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (2%) patients
in GAD studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-emergent
anorexia was more commonly reported for Effexor XR (20%) than placebo (2%) patients in SAD studies. The
discontinuation rate for anorexia was 0.4% for up to 12 weeks in SAD studies. Treatment-emergent anorexia was
more commonly reported for Effexor XR (8%) than placebo (3%) patients in PD studies. The discontinuation rate for
anorexia was 0.4% for Effexor XR patients in 12-week PD studies. Pediatric Patients: Decreased appetite was seen
in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10% of Effexor XR patients aged 6-17 for up to
8 weeks and 3% of placebo patients had treatment-emergent anorexia. None of the patients receiving Effexor XR
discontinued for anorexia or weight loss. In the placebo-controlled trial for SAD, 22% and 3% of patients aged 8-17
treated for up to 16 weeks with Effexor XR and placebo, respectively, reported treatment-emergent anorexia
(decreased appetite). The discontinuation rates for anorexia were 0.7% and 0.0% for patients receiving Effexor XR and
placeho, respectively; the discontinuation rates for weight loss were 0.7% for patients receiving either Effexor XR or
placebo. Activation of Mania/Hypomania: Mania or hypomania has occurred during short-term depression and PD
studies. As with all drugs effective in the treatment of MDD, Effexor XR should be used cautiously in patients with a
history of mania. Hyponatremia: Hyponatremia and/or the syndrome of inappropriate antidiuretic hormone secretion
(SIADH) may occur with venlafaxine. Consider this in patients who are volume-depleted, elderly, or taking diuretics.
Seizures: In all premarketing depression trials with Effexor, seizures were reported in 0.3% of venlafaxine patients.
Use cautiously in patients with a history of seizures. Discontinue in any patient who develops seizures. Abnormal
Bleeding: Abnormal bleeding (most commonly ecchymosis) has been reported. Serum Cholesterol Elevation:
Clinically relevant increases in serum cholesterol were seen in 5.3% of venlafaxine patients and 0.0% of placebo
patients treated for at least 3 months in trials. Consider measurement of serum cholesterol levels during long-term
treatment. Use in Patients With Concomitant lliness: Use Effexor XR cautiously in patients with diseases or
conditions that could affect hemodynamic responses or metabolism. Venlafaxine has not been evaluated in patients
with recent history of Ml or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical studies.
Exercise caution in patients whose underlying medical conditions might be compromised by increases in heart rate.
In patients with renal impairment or cirrhosis of the liver, the of ine and its active ites were
decreased, prolonging the elimination half-lives. A lower dose may be necessary; use with caution in such patients.
Information for Patients—Prescribers or other health professionals should inform patients, their families, and their
caregivers about the benefits and risks associated with treatment with Effexor XR and should counsel them in its
appropriate use. A patient Medication Guide About Using Antidepressants in Children and Teenagers is available for
Effexor XR. The prescriber or health professional should instruct patients, their families, and their caregivers to read
the Medication Guide and should assist them in understanding its contents. Patients should be given the opportunity
to discuss the contents of the Medication Guide and to obtain answers to any questions they may have.The complete
text of the Medication Guide is available at www.effexorxr.com or in the approved prescribing information. Patients
should be advised of the following issues and asked to alert their prescriber if these occur while taking Effexor XR.
Clinical Worsening and Suicide Risk: Patients, their families, and their caregivers should be encouraged to be alert
to the emergence of symptoms listed in WARNINGS: Clinical Worsening and Suicide Risk, especially those seen
early during antidepressant treatment and when the dose is adjusted up or down. Families and caregivers of patients
should be advised to observe for the emergence of such symptoms on a day-to-day basis, since changes may be
abrupt. Such symptoms should be reported to the patient’s prescriber or health professional, especially if they are
severe, abrupt in onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be
associated with an increased risk for suicidal thinking and behavior and indicate a need for very close monitoring and
possibly changes in the medication. Caution patients 1) about operating hazardous machinery, including automobiles,
until they are reasonably sure that venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking
Effexor XR; and 3) about the risk of serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol,
tryptophan supplements, or other serotonergic agents. Patients should be advised to notify their physician 1) if they
become pregnant or intend to become pregnant during therapy, or if they are nursing; 2) about other prescription or
over-the-counter drugs, including herbal p ions and nutritional suy 1ts they are taking or plan to take; 3) if
they develop a rash, hives, or related aIIerglc phenomena; or 4) if they have a history of glaucoma or mcreased

and cholesterol increases considered to be clinically relevant were similar to that observed in adult patients. The
precautions for adults apply to pediatric patients. Geriatric Use—No overall differences in effectiveness or safety
were observed between geriatric and younger patients. Greater sensitivity of some older individuals cannot be ruled
out. Hyponatremia and SIADH have been reported, usually in the elderly. ADVERSE REACTIONS: Associated with
Discontinuation of Treatment—The most common events leading to discontinuation in MDD, GAD, SAD, and PD
trials included nausea, anorexia, anxiety, impotence, dry mouth, dizziness, insomnia, somnolence, hypertension,
diarrhea, paresthesia, tremor, abnormal (mostly blurred) vision, abnormal (mostly delayed) ejaculation, asthenia,
vomiting, nervousness, headache, vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly
Observed Adverse Events in Controlled Clinical Trials for MDD, GAD, SAD, and PD—Body as a Whole: asthenia,
headache, flu syndrome, accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation.
Digestive: nausea, constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss.
Nervous System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression,
hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation, impotence,
orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was associated with a mean
increase in pulse rate of about 2 beats/min in depression and GAD frials and @ mean increase in pulse rate of
4 beats/min in SAD trials. (See WARNINGS: Laboratory : Clinically relevant
increases in serum cholesterol were noted in Effexor XR clinical trials. Increases were duration dependent over the
study period and tended to be greater with higher doses. Other Events Observed During the Premarketing
Evaluation of Effexor and Effexor XR—N=6,670. “Frequent’=events occurring in at least 1/100 patients;
“infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000 patients. Body as a whole - Frequent: chest pain
substernal, chills, fever, neck pain; Infrequent: face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic
pain, photosensitivity reaction, suicide attempt, withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma,
cellulitis. Cardiovascular system - Frequent: migraine, postural hypotension, tachycardia; Infrequent: angina pectoris,
arrhythmia, extrasystoles, hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope,
thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block,
capillary fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial infarct,
pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia,
tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage,
hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal distension, biliary pain, cheilitis,
cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis, gastroesophageal reflux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice, intestinal obstruction, liver tenderness,
parotitis, periodontitis, proctitis, rectal disorder, salivary gland enlargement, increased salivation, soft stools, tongue
discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism, hypothyroidism, thyroid nodule,
thyroiditis. Hemic and lymphatic system - Frequent: ecchymosis; Infrequent: anemia, Ieukocytosis, leukopenia,
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time increased, cyanosis, eosinophilia,
lymphocytosis, muttiple myeloma, purpura, thrombocytopenia. Metabollc and nuirmonal Frequent: edema, weight
gain; Infrequent: alkaline phosphatase increased, n, hyp hyr

hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thlrst Rare: alcohol |nt0|erance bilirubinemia, BUN
increased, creatinine increased, diabetes mellitus, glycosuria, gout, heallng abnormal, hemochromatDS|s
hypercalcmuna hyperkalemia, hyperphosphatemla hyperuricemia, hypocho mia,
hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent arthritis,
arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle
cramp, muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis,
rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thlnklng abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, emotional Iablllty euphoria, halluci hostility, hyp 1esia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor,
suicidal id_eation; Rare: hanged behavior, adj disorder, akmesm alcohol abuse, aphasia,

intraocular pressure. Laboratory Tests—No specific laboratory tests are r ded. Drug
Alcohol: A single dose of ethanol had no effect on the | (PK) of ine or 0-dl lafaxine

buccoglossal ular accident, feeling drunk, loss of consciousness, delusmns

(0DV), and venlafaxine did not exaggerate the psychomotor and psychometric effects induced by ethanol. Cimetidine:
Use caution when administering venlafaxine with cimetidine to patients with pre-existing hypertension or hepatic
dysfunction, and the elderly. Diazepam: A single dose of diazepam did not appear to affect the PK of either venlafaxine

dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, torticollis.
Respiratory system - Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,

or ODV. Venlafaxine did not have any effect on the PK of diazepam or its active r lite, desn yam, or

hyper laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis, hypoventilation,

affect the psychomotor and psychometric effects induced by diazepam. Haloperidol. Venlafaxine decreased
total oral-dose clearance of haloperidol, resulting in a 70% increase in haloperidol AUC. The haloperidol Crnax increased
88%, but the haloperidol elimination half-life was unchanged. Lithium: A single dose of lithium did not appear to affect
the PK of either venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma
Proteins: Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly
protein-bound drug should not cause increased free concentrations of the other drug. Drugs That Inhibit
Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by
CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase plasma concentrations of venlafaxine and
decrease concentrations of ODV. No dosage adjustment is required when venlafaxine is coadministered with a
CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that potentially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. Use caution if therapy includes
venlafaxine and any agent(s) that produces simultaneous inhibition of these two enzyme systems. Drugs
M by Cy P450 Venlafaxine is a relatively weak inhibitor of CYP2D6. Venlafaxine
did not inhibit CYPTA2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine did not affect the PK of
|m|pram|ne and 2-OH-imipramine. However desmramlne AUC, Crnax and Cyin increased by ~35% in the presence of
The 2-0H-desi 1e AUCs i by 2.5-4.5 fold. Imi ine did not affect the PK of venlafaxine and
ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to its active
metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in risperidone AUC. Venlafaxlne coadministration did not
significantly after the PK profile of the total active moiety (risperidone plus 9-hyc idone). CYP3A4:\ e
did not inhibit CYP3A4 in vitro and in vivo. Indinavir. In a study of 9 healthy volunteers venlafaxine administration resulted
ina 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Crnay. Indinavir did not affect
the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. CYP2C9: Venlafaxine
did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter the PK of a single
550-mg dose of tol ide or the CYP2C9 iated formation of 4-hydroxy-tolbutamide. CYP2C19: Venlafaxine did
not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam above). MAOIs:
See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use of venlafaxine
and other CNS-active drugs. Serotonergic Drugs and Triptans (see WARNINGS: Serotonin Syndrome): Based on
the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is advised when Effexor XR
is coadministered with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, SSRIs,
other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment of Effexor XR with these drugs is
clinically warramed careful observation of the patient is advised, particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with tryptophan supplemenls is not recommended. Electrocom
Therapy (ECT): There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment.
Carcinogenesis, Mutagenesis, Impairment of Fertility—Carcinogenesis: There was no increase in tumors in mice
and rats given up to 1.7 times the maximum recommended human dose (MRHD) on a mg/m? basis. Mutagenesis:
Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in Salmonella bacteria or the
CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic in several assays. 0DV
elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone marrow. Impairment of
Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the MRHD on a mg/n
basis. Pregnancy— Teratogenic Effects—Pregnancy Category C.Reproduction studies in rats given 2.5 times, and
rabbits given 4 times the MRHD (mg/m? basis) revealed no mafformations in offspring. However, in rats given 2.5 times
the MRHD, there was a decrease in pup weight, an increase in stillborn pups, and an increase in pup deaths during
the first 5 days of lactation when dosing began during pregnancy and continued until weaning. There are no adequate
and well-controlled studies in pregnant women; use Effexor XR during pregnancy only if clearly needed.
Nonteratogenic Effects: Neonates exposed to Effexor XR late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding. Complications can arise immediately upon
delivery. Reports include respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty,
vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. This is
consistent with a direct toxic effect of SNRIs or a drug discontinuation syndrome. In some cases, it is consistent with
seratonin syndrome. When treating a pregnant woman with Effexor XR during the third trimester, carefully consider the
potential risks and benefits of treatment and consider tapering Effexor XR in the third trimester. Labor, Delivery,
Nursing—The effect on labor and delivery in humans is unknown. Venlafaxine and ODV have been reported to be
excreted in human milk. Because of the potential for serious adverse reactions in nursing infants from Effexor XR, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother. Pediatric Use—Safety and effectiveness in the pediatric population have not
been established (see BOX WARNING and WARNINGS: Clinical Worsening and Suicide Risk). No studies have
adequately assessed the impact of Effexor XR on growth, development, and jon of children and 1ts.
Studies suggest Effexor XR may adversely affect weight and height (see PREGAUTIONS-General, Changes in Height
and Changes in Weight). Should the decision be made to treat a pediatric patient with Effexor XR, regular monitoring
of weight and height is recommended during treatment, particularly if long term. The safety of Effexor XR for pediatric
patients has not been assessed for chronic treatment >6 months. In studies in patients aged 6-17, blood pressure
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hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus;
Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle
nails, erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis,
hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin
atrophy, skin hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival edema, corneal
lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis externa, scleritis, uveitis. Urogenital
system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast discharge, breast
engorgement, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis,
menopause, pyelonephritis, oliguria, salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias
including atrial fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, jal ing dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemormage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial Iung
disease (including pulmonary eosinophilia), involuntary movements, LDH increased, neuroleptic malignant syndrome-
like events (including a case of a 10-year-old who may have been taking methylphenidate, was treated and
recovered), neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal failure,
rhabdomyolysis, serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels that
were temporally associated with adverse events, including seizures, have been reported following the addition of
venlafaxine. Increases in prothrombin time, partial thromboplastin time, or INR have been reported when venlafaxine
was given to patients on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is not a controlled substance.
Evaluate patients carefully for history of drug abuse and observe such patients closely for signs of misuse or abuse.
OVERDOSAGE: The most commonly reported events in overdosage include tachycardia, changes in level of
consciousness (ranging from somnolence to coma), mydriasis, seizures, and vomiting. Electrocardiogram changes
(eg, prolongation of QT interval, bundle branch block, QRS prolongation), ventricular tachycardia, bradycardia,
hypotension, rhabdomyolysis, vertigo, liver necrosis, serotonin syndrome, and death have been reported. Published
retrospective studies report that venlafaxine overdosage may be associated with an increased risk of fatal outcomes
compared to that observed with SSRI antidepressant products, but lower than that for tricyclic antidepressants.
Epidemiological studies have shown that venlafaxine-treated patients have a higher pre-existing burden of suicide
risk factors than SSRI-treated patients. The extent to which the finding of an increased risk of fatal outcomes can be
attributed to the toxicity of venlafaxine in overdosage as opposed to some istic(s) of treat
patients is not clear. Treatment should consist of those general measures employed in the management of overdosage
with any antidepressant. Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital
signs. General supportive and symptomatic measures are also recommended. Induction of emesis is not
recommended. Gastric lavage with a large bore orogastric tube with appropriate airway protection, if needed, may be
indicated if performed soon after ingestion or in symptomatic patients. Activated charcoal should be administered. Due
to the large volume of distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are
unlikely to be of benefit. No specific antidotes for venlafaxine are known. In managing overdosage, consider the
possibility of multiple drug involvement. Consider contacting a poison control center for additional information on the
treatment of overdose. Telephone numbers for certified poison control centers are listed in the Physicians’ Desk
Reference® (PDR). DOSAGE AND ADMINISTRATION: Consult full prescribing information for dosing instructions.
Switching Patients to or From an MAOI—At least 14 days should elapse between discontinuation of an MAOI and
initiation of therapy with Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an
MAOI (see CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing
Information W10404C025, revised August 2006.

®
Wyeth © 2007, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101
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KNOWTHEFACTS

13% of patients had diabetes in the
landmark CATIE schizophrenia study
at baseline—

than in the general population.’

Be aware.
Screen and monitor your patients.
Make a difference.

-




KNOWTHEFACTS

L

of all patients had the metabolic
syndrome at haseline in the landmark
CATIE schizophrenia study.’

Be aware.
Screen and monitor your patients.
Make a difference.
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References: 1. Golf DC, Sullivan LM, McEvoy JP, et al. A comparison of ten-year cardiac risk estimates in schizophrenia
patients from the CATIE study and matched controls. Schizophr Res. 2005;80:45-53. 2. McEvoy IP, Meyer JM, Goll DC,

el al, Prevalence of the metabolic syndrome in patients with schizophrenia: baseline results from the Clinical Antipsychotic
Trials of Interventbon Effectiveness (CATIE} schizophrenia trial and comparison with national estimates from NHANES 111
Schirophr Res. 2005:80:19-32.
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IMPORTANT SAFETY INFORMATION

* Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in children
and adolescents with major depressive disorder (MDD) and other psychiatric disorders. All pediatric patients
being treated with antidepressants for any indication should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior, especially during the initial few months of a course of drug therapy,
or at time of dose changes, either increases or decreases. Families and caregivers should be advised for the
need for close observation and communication with the prescriber. EMSAM is not approved for use in pediatric
patients (see Boxed WARNING)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of nine antidepressant drugs (SSRIs and
others) in children and adolescents with major depressive disorder (MDD), obsessive compulsive disorder (OCD),
or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have revealed a greater risk of
adverse events representing suicidal thinking and behavior (suicidality) during the first few months of treatment
in those receiving antidepressants. The average risk of such events in patients receiving antidepressants was 4%,
twice the placebo risk of 2%. No suicides occurred in these trials

¢ To reduce the risk of hypertensive crisis, which is potentially life-threatening, foods and beverages high in
tyramine must be avoided while on EMSAM 9 mg/24 hr or 12 mg/24 hr, and for 2 weeks following
discontinuation of EMSAM at these doses or reducing the dose to EMSAM 6 mg/24 hr

* Due to the potential for serotonin syndrome, which is potentially life-threatening, EM5AM should not be used with
the following antidepressants: selective serotonin reuptake inhibitors (SSRIs), dual serotonin and norepinephrine reuptake
inhibitors (SNRIs), tricyclic antidepressants (TCAs), monoamine oxidase inhibitors (MAQIs), mirtazapine, and bupropion;
meperidine and analgesics such as: tramadol, methadone, propoxyphene, and pentazocine; the antitussive
dextromethorphan; cyclobenzaprine; oral selegiline; and 5t. John's wort

= After stopping treatment with S5RIs, SNRIs, TCAs, MAOIs, mirtazapine, bupropion; meperidine and analgesics such as:
tramadol, methadone, and propoxyphene; dextromethorphan; 5t. John's wort; and buspirone, approximately 1 week
(5 weeks for fluoxetine) should elapse before starting therapy with EMSAM. At least 2 weeks should elapse after stopping
EMSAM before starting therapy with buspirone or a drug that is contraindicated with EMSAM

= Carbamazepine and oxcarbazepine are contraindicated in patients taking MAQ inhibitors, including EMSAM
= The use of EMSAM is contraindicated for use with sympathomimetic amines, including amphetamines as well as cold

praducts and weight-reducing preparations that contain vasoconstrictors (eq, pseudoephedrine, phenylephrine,
phenylpropanclamine, and ephedrine)

= Patients taking EMSAM should not undergo elective surgery requiring general anesthesia or be given
local anesthesia containing sympathomimetic vasoconstrictors

* EMSAM should not be used in the presence of pheochromocytoma since such tumors secrete pressor substances

* Adults with MDD or co-morbid depression in the setting of other psychiatric illness being treated with antidepressants

should be observed for clinical worsening and suicidality, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases

# Risk of bipolar disorder should be ruled out prior to initiating antidepressant therapy. EMSAM is not approved for the
treatment of bipolar depression

» Due to the potential for elevated blood pressure, the use of EMSAM with buspirone is not recommended

= As with other MAQIs, postural hypotension can occur with EMSAM therapy. Dose increases in the elderly should be
made with caution and patients should be observed closely for postural changes in blood pressure throughout treatment

= EMSAM should be used with caution in patients with certain concomitant systemic illnesses that can produce altered
metabolism or hemodynamic responses

* As with other psychoactive drugs, EMSAM may have the potential to impair judgment, thinking, or motor skills.
Patients should not drive or operate hazardous machinery until they are certain EMSAM does not impair their ability
to engage in such activities

= The use of alcohol is not recommended while taking EMSAM

= EMSAM should not be used in combination with tyramine-containing nutritional supplements

= EMSAM should be used in pregnancy only if the potential benefit justifies the potential risk to the fetus. Caution should
be exercised when administering EMSAM to a nursing mother

= EMSAM is contraindicated in patients with known hypersensitivity to selegiline or to any component of the
transdermal system

* Treatment-emergent adverse events in short-term clinical trials that occurred at a 22% incidence with EMSAM and for
which the incidence was greater than placebo include: application site reaction (24% vs 12%), headache (18% vs 17%),
insomnia (12% vs 7%), diarrhea (9% vs 7%), dry mouth (8% vs 6%), dyspepsia (4% vs 3%), rash (4% vs 2%), pharyngitis
(3% vs 2%), and sinusitis (3% vs 1%)

Please see Brief Summary of FULL PRESCRIBING INFORMATION, including Boxed WARNING, on following pages.
R e e



Proven
Results.

The first and only
transdermal MAOI—
no dietary modifications at
the starting and target
dose of 6 mg/24 hr

Significant relief—
proven short-term efficacy
with longer time to relapse

Demonstrated
tolerability—
reported sexual dysfunction
similar to placebo;
minimal weight change

INDICATION
EMSAM is indicated for the treatment of Major Depressive Disorder (MDD).

Dose-Dependent Dietary Modifications:

To reduce the risk of hypertensive crisis, which is potentially life-threatening, foods and
beverages high in tyramine must be avoided while on EMSAM® 9 mg/24 hr and 12 mg/24 hr,
and for 2 weeks following discontinuation of EMSAM at these doses, or reducing the dose
to EMSAM 6 mg/24 hr.

» Estimates of t!we chidence of 5exu:a| F‘,\ EMM 6 mg/24 hr

dysfunction cited in product labeling \}
may underestimate actual incidence “A 5E]Eg|||ﬁ€ﬁ'<]ﬂ5d€ﬂ'ﬂa| S}E[E‘m

Unique Delivery. Proven Results.

EMSAM® is a registered trademark of Somerset Pharmaceuticals, Inc.
© 2006 Bristol-Myers Squibb Company, Princeton, NJ 08543 EM-KO010 09/06 Printed In USA
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BONLY

EMSAM®

(SELEGILINE TRANSDERMAL SYSTEM)
CONTINUOUS DELIVERY FOR ONCE-DAILY APPLICATION

Brief Summary of Prescribing information, 04/06. For complete prescribing information please consult official package circular.

Suicidality in Children and Adolescents

Almdepressanls increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in
and with major dep (MDD} and other psychiatric disorders.

Anyone considering the use of EMSAM (selegiline transdermal system} or any other antidepressant in

a child or adolescent must balance this risk with the clinical need. Patients who are started on therapy

should be observed closely for clinical worsening, suicidality, or unusual changes in behavior. Families

and caregivers should be advised for the need for close observation and communication with the

prescriber. EMSAM is not approved for use in pediatric patients. (See WARNINGS and PREGAUTIONS,

Pediatric Use.)

Paoled analyses of short-term (4 to 16 weeks) placebo-controlled mals of mne anudepressant drugs

(SSRIs and others) in children and adolescents with major D),

compulsive disorder {0CD), or other psychiatric disorders (a total of 24 tnals mvolvmg over 4400

of the safety assessment, the likelhood of developing this reaction cannot be fully determined since the amount of tyramine
typically consumed during the course of treatment is not known and blood pressure was not continucusly monitored.

To further define the likelihood of hypertensive crises with use of EMSAM (selegiline fransdermal system), several
Phase | tyramine challenge studies were conducted both with and without food (see PRECAUTIONS, Drug
Interactions, Tvramine). In its entirety, the data for EMSAM 6 mg/24 hours support the recommendation that a
modified diet is not required at this dose. Due to the more limited data available for EMSAM 9 mg/24 hours, and the
results from the Phase | tyramine challenge study in fed volunteers administered EMSAM 12 mg/24 hours (see
PRECAUTIONS, Drug Interactions, Tyramine), patients receiving these doses should follow Dietary Modifications

Required for Patients Taking EMSAM 9 mg/24 hours and 12 mg/24 hours.

If a hypertensive crisis occurs, EMSAM should be discontinued immediately and therapy to lower blood pressure
should be instituted immediately. Phentclamine 5 mg or labstalol 20 mg slowly i y is
recommended therapy to control hypertension. Alternately, nitroprusside delivered by continuous intravenous infusion
may be used. Fever should be managed by means of external cooling. Patients must be closely monitored untit
symptoms have stabilized.

Dietary Modifications Required for Patients Taking EMSAM 9 mg/24 hours and 12 ma/24 hours

The following foods and beverages should be avoided beginning on the first day of EMSAM 9 mg/24 hours or
12 mg/24 hours treatment and should continue to be avoided for 2 weeks after a dose reduction to EMSAM
6 mg/24 hours or following the discontinuation of EMSAM 9 mg/24 hours or 12 mg/24 hours.

Food and beverages to avoid and those which are acceptable':

patients) have revealed a greater risk of ad events repr thinking or
{suicidality) during the first few months of treatment in those receiving antidepressants. The average
risk of such events in patients receiving antidepressants was 4%, twice the placebo risk of 2%. No
suicides occurred in these trials.

CONTRAINDIGATIONS
EMSAM is contraindicated in patients with known hypersensitivity to selegiline or to any component of the
transdermal system.

EMSAM is contraindicated with selective serotonin reuptake inhibitors (SSRIs, e.g., fiuoxetine, sertraline, and
paroxetine); dual serotonin and norepinephrine reuptake inhibitors (SNRIs, e.g., venlafaxine and duloxetine); tricyclic
antidepressants (TCAs, e.g., imipramine and amitriptyline); bupropion hydrochioride; meperidine and analgesic agents
such as tramadol, methadone and propoxyphene; the antitussive agent dextromethorphan; St. John's worf;
mirtazapine; and cyclobenzaprine. EMSAM should not be used with oral selegiline or other MAQ inhibitors (MAOIs e.g.,
isocarboxazid, phenelzine, and tranylcypromine) {see WARNINGS).

Carbamazepine and oxcarbazepine are contraindicated in patients taking selegiiine (see PRECAUTIONS, Drug
Interactions).

As with other MAOIs, EMSAM is contraindicated for use with sympathomimetic amines, including amphetamines as
weI| as cold products and wexght reducing preparations that contain vasaconsmctors {e.g., pseudoephedrine,

phrine, phenylr ine, and ephedrine).

As with other MAQIs, patients taking EMSAM should not undergo electwe surgery requiring general anesthesia. Also,
they should not be given cocaine or local hesia containing sympath vasoconstrictors. EMSAM should
be discontinued at least 10 days prior to elective surgery. If surgery is necessary sooner, benzodiazepines, mivacurium,
rapacuronium, fentanyl, morphine, and codeine may be used cautiously.

As with other MAQIs, EMSAM is contraindicated for use in patients with pheschromocytoma.

EMSAM is an irreversible MAQ inhibitor. As a class, these compounds have besn associated with hypertensive crises
caused by the ingestion of foods containing high amounts of tyramine. In ifs entirety, the data for EMSAM 6 mg/24 hours
support the recommendation that a modified diet is not required at this dose. Due to the more limited data availahle for
EMSAM 9 mg/24 hours and 12 mg/24 hours, patients receiving these doses should follow Dietary Moditications
Regquired for Patients Taking EMSAM 9 mg/24 hours and 12 ma/24 hours. (See WARNINGS and PRECAUTIONS,
Drug Interactions, Tyramine.)

WARNINGS
Clinical Worsening and Suicide Risk

Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior,
whether or not they are taking antidepressant medications, and this risk may persist until significant remission oceurs.
There has been a long-standing concern that antidepressants may have a role in inducing worsening of depression
and the emergence of suicidality in certain patients. Antidepressants increased the risk of suicidal thinking and
behavior (suicidality) in short-term studies in children and adolescents with Major Depressive Disorder (MDD} and
other psychiatric disorders.

Pocled analyses of short-term placebe-controlled trials of nine antidepressant drugs {SSRIs and others) in children
and adolescents with MDD, OCB, or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have
revealed a greater risk of adverse events representing suicidal behavior or thinking (suicidality} during the first few
months of treatment in those receiving antidepressants. The average risk of such events in patients receiving
antidepressants was 4%, twice the placebo risk of 2%. There was considerable variation in risk among drugs, but a
tendency toward an increase for almost all drugs studied. The risk of suicidality was most consistently observed in the
MDD trials, but there were signals of risk arising from trials in other psychiatric indications (obsessive compulsive
disorder and social anxiety disorder) as well. No suicides occurred in these trials. It is unknown whether the
suicidality risk in pediatric patients extends fo longer-term use, i.e., beyond several months. It is also unknown whether
the suicidality risk extends to adults.

All pediatric patients being treated with antidepressants for any indication should be cbserved elosely for
clinical weorsening, suicidality, and unusual changes in behavior, especially during the initial few months of a
course of drug therapy, or at times of dose ch either i or Such observation would
generally include at least weekly face-to-face contact with patients or their family members or caregivers during
the first 4 weeks of treatment, then every other week visits for the next 4 weeks, then at 12 weeks, and as clinically
indicated heyond 12 weeks. Additional contact by telephone may be appropriate between face-to-face visits.

Aduits with MDD or co-morbid depression in the setting of other psychiatric illness being treated with
antidepressants should be observed similarly for clinical worsening and suicidality, especially during the
initial few months of a course of drug therapy, or at times of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritabiiity, hostility, aggressiveness, impulsivity,
akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adultand pediatric patients being
treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and
nonpsychiatric. Aithough a causal link between the emergence of such symptoms and either the worsening of
depression and/or the smergence of suicidal i has not been established, there is concern that such symptoms
may represent precursors to emerging suicidality.

Consideration sheuld be given to changing the therapeutic regimen, including possibly discontinuing the medication,
in patients whose depression is persistently worse, or who are experiencing emergent suicidality or symptoms that
might be precursors to worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset,
or were not part of the patient’s presenting symptoms.

If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as is feasible, but with
recognition that abrupt discontinuation can be associated with certain symptoms.

Families and caregivers of pediatric patients being treated with antidepressants for major depressive
disorder or other indi both psychiatric and ic, should be alerted about the need to monitor
patients for the emergence of agltatmn, irritability, unusual changes in hehavior, and the other symptoms
described above, as well as the emergence of suicidality, and to report such symptoms immediately to
healthcare providers. Such monitering should include daily cbservation by families and caregivers. Prescriptions
for EMSAM should be written for the smalfest quantity consistent with good patient management, in order to reduce
the risk of overdose. Families and caregivers of adults being treated for depression should be similarly advised.

Screening Patients for Bipolar Disorder

A major depressive episode may be the initial presentation of bipolar disorder. It is generally believed (though not
established in controlled trials) that treating such an episode with an antidepressant alone may increase the likelihood
of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described
above represent such a conversion is unknown. However, prior to initiating treatment with an antidepressant, patients
with depressive symptoms should be adequately screensd to determine if they are at risk for bipolar disorder; such
screening should include a detaited psychiatric history, including a family history of suicide, bipolar disorder, and
depression. It should be noted that EMSAM is not approved for use in treating bipolar depression.

Hypertensive Crisis

EMSAM is an irreversible MAQ inhibitor. MAD is important in the catabotism of dietary amines {e.g., tyramine). In this
regard, significant inhibiticn of intestinal MAO-A activity can impose a cardiovascular safety risk following the ingestion
of tyramine-rich foods. As a class, MAOIs have been associated with hypertensive crises caused by the ingestion of
foods with a high concentration of tyramine.

Hypertensive crises, which in some cases may be fatal, are characterized by some or ail of the following symptoms:
oceipital headache which may radiate frontally, palpitation, neck stiffness or soreness, nausea, vomiting, sweating
{sometimes with fever and sometimes with cold, clammy skin), dilated pupils, and photophobia. Either tachycardia or
bradycardia may be present and can be associated with constricting chest pain. Intracranial bleeding has been
reported in association with the increase in blood pressure. Patients should be instructed as to the signs and symptoms
of severe hypertensicn and advised ¢ seek immediate medical attention if these signs or symptoms are present.

In 6 of the 7 clinical studies conducted with EMSAM at doses cf 6 mg/24 hours—12 mg/24 hours, patients were not limited
to a modified diet typically associated with this class of compounds. Altheugh no hypertensive erises were reported as part

Acceptable Foods, Gontaining
No or Little Tyramine

Fresh meat, poultry and fish,
including fresh processed meats
(e.g., lunch meats, hot dogs,
breakfast sausage, and cooked
sliced ham)

Class of Food and
Beverage

Meat. Poultry and Fish

Tyramine-Rich Foods and Beverages
to Avoid

Air dried, aged and fermented meats,
sausages and salamis (including cacciatore,
hard salami and mortadella); pickled
herring; and any spoiled or improperly
stored meat, pouliry and fish {e.g., foods
that have undergone changes in coloration,
odor, or become moldy); speiled or
improperly stored animal livers

Vegetables Broad bean pods {fava bean pods) All other vegetables

Dairy Aged cheeses Processed cheeses, mozzarella,
ricotta cheese, coftage cheese
and yogurt

Beverages All varieties of tap beer and beers As with other antidepressants,

concomitant use of alcohol with
EMSAM is not recommended
{Bottled and canned beers and
wines contain little or no tyramine.)

Brewer’s yeast, baker's yeast,
soy milk, commercial
chain-restaurant pizzas prepared
with cheeses low in tyramine

that have not been pasteurized so as
to allow for ongoing fermentation

Miscellaneous Concentrated yeast extract (e.g., Marmite),
sauerkraut, most soybean products
(including soy sauce and tofu), 0TC

supplements containing tyramine

1 Adapted from K. |. Shulman, S. E. Walker. Psychiatric Annals. 2001; 31:378-384.

Use With Other Drugs Affecting Monoamine Activity

Serious, sometimes fatal, central nervous system (CNS) toxicity referred to as the “serctonin syndrome” has been
reported with the combination of non-selective MAOIs with certain other drugs, including tricyclic or selective serotonin
reuptake inhibitor antidepressants, amphetamines, meperidine, or pentazecine. Serctonin syndrome is characterized
by signs and symptoms that may include hyperthermia, rigidity, myoclonus, autonomic instability with rapid
fluctuations of the vital signs, and mental status changes that include extreme agitation progressing to delirium and
coma. Similar less severe syndromes have been reported in a few patients receiving a combination of oral selegiline
with one of these agents.

Therefore, EMSAM should not be used in ¢ ion with selective in reuptake inhibitors {SSRis, e.g.,
fluoxetine, sertraline, paroxeting); dual serotonin and nerepinephrine reuptake inhibitors (SNRIs, e.g., venlafaxine and
duloxetine); fricyclic antidep (TCAs, £.g., imipramine and amitriptyline); oral selegiline or other MAGIs (e.g.,
isocarboxazid, phenelzine, and tranylcypromine); mirtazapine; buprepion hydrochloride; meperidine and analgesic agents
such as tramadol, methadone, and propoxyphene; the antitussive agent dextromethorphan; or St. John's wort because of
the risk of life-threatening adverse reactions. Also, EMSAM should not be used with sympathomimetic amines, including
amphetamines as well as cold products and weight-redusing preparations that contain vasoconstrictors (e.g..
pseudoephedrine, pf wrine, phenylp plaming, and ephedrine). (See GONTRAINDICATIONS.)

Concomitant use of EMSAM with buspirone hydrochloride is not advised since several cases of elevated blood
pressure have been reported in patients taking MAGIs who were then given buspirone HCI.

After stopping treatment with SSRls; SNRIs; TCAs; MAOIs; meperidine and analgesics such s tramadol, methadone,
and propoxyphene; dextromethorphan; St. John’s wort; mirtazapine; bupropion HCI; or buspirone HCI, a time period
equal to 4-5 half-lives (approximately 1 week) of the drug or any active metabolite should elapse before starting
therapy with EMSAM. Because of the long half-life of fluoxetine and its active metabolite, at least 5 weeks should
elapse between discontinuation of fiuoxetine and initiation of treatment with EMSAM. At least 2 weeks should elapse
after stopping EMSAM before starting therapy with buspirone HCl or a drug that is contraindicated with EMSAM.

PRECAUTIONS

General

Hypotension: As with other MAOIs, postural hypotension, sometimes with orthostatic symptoms, can ocour with
EMSAM therapy. In short-term, placebo-controlled depression studies, the incidence of orthostatic hypotension {i.e.,
4 decrease of 10 mmHg or greater in mean blood pressure when changing position from supine or sitting to standing)
was 9.8% in EMSAM-treated patients and 6.7% in placebo-treated patients. It is recommended that elderly patients
treated with EMSAM be closely observed for postural changes in blood pressure threughout treatment. Dose increases
shoutd be made cautiously in patients with pre-existing orthostasis. Postural hypotensicn may be relieved by having
the patient recline until the symptoms have abated. Patients should be cautioned to change positions gradually.
Patients displaying orthostatic symptoms should have appropriate dosage adjustments as warranted.

Activation of Mania/Hypomania: During Phase il trials, a manic reaction cccurred in 8/2036 (0.4%) patients treated
with EMSAM. Activation of mania/hypomania can occur in a small proportion of patients with major affective disorder
treated with other marketed antidepressants. As with all antidepressants, EMSAM should be used cautiously in
patients with a history of mania.

Use in Patients With Concomitant Hiness: Clinical experience with EMSAM in patients with certain concomitant
systemic illnesses is limited. Caution is advised when using EMSAM in patients with disorders or conditions that can
produce altered metabolism or hemodynamic responses.

EMSAM has not been systematically evaluated in patients with a history of recent myocardial infarction or unstable
neart disease. Such patients were generally excluded from clinical studies during the product's premarketing testing.

No ECG abnormalities attributable to EMSAM were observed in clinical trials.

Although studies of phenylpropanolamine and pseudoephedrine did not reveal pharmacokinetic drug interactions
with EMSAM, it is prudent to avoid the concomitant use of sympathomimetic agents, such as some decongestants.

information for Patients
Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits
and risks associated with treatment with EMSAM and should counsel them in its appropriate use. A patient
Medication Guide About Using Anti in Chil and is available for EMSAM. The prescriber
or health professional should instruct patlents thelr families, and their caregivers to read the Medication Guide and
should assist them in understanding its contents. Patients shou[d be given-the opportunity to discuss the contents of
the Medication Guide and to obtain answers to any questions they may have. The complete text of the Medication
Guide is reprinted at the end of this document.

Patients shoutd be advised of the following issues and asked to alert their prescriber if these occur while taking EMSAM.

Clinical Worsening and Suicide Risk

Patients, their families and their caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic
attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania,
mania, other unusual changes in behavior, worsening of depression, and suicidal ideation, especially early during
antidepressant treatment or when the dose is adjusted up or down. Families and caregivers of patients should be advised
to observe for the emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms
should be reported to the patient’s prescriber or health professicnal, especially if they are severe, abrupt in onset, or were
not part of the patient's presenting symptoms. Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close menitoring and possibly change in the medication.

General

Patients should be advised not to use oral selegiline while on EMSAM therapy.
Patients should be advised not to use carbamazepine or oxcarbazepine while on EMSAM therapy.
Patients should be advised not to use meperidine and analgesic agents such as tramadol, methadone, and propoxyphene.
Patients should be advised not to use sympathemimetic agents while on EMSAM therapy.




Patients should be advised not to use selective serotonin reuptake inhibitors (SSRIs, €.g., flucxetine, sertraiing,
paroxetine, and St. John's wort), dual serotonin and norepinephrine reuptake inhibitors (SNRIs, e.g., veniafaxine and
duloxetine), tricyclic antidepressants {TCAs, e.g., imipramine and amitriptyline), mirtazapine, oral selsgiling or other
MAOQIs {e.g., isocarboxazid, phenelzine, and franylcypromine), bupropion hydrochloride or buspirene hydrochioride
while on EMSAM (selegiline transdermal system) therapy.

EMSAM has not been shown to impair psychomotor performance; however, any psychoactive drug may potentially
impair judgment, thinking, or motor skills. Patients should be cautioned about operating hazardous machinery,
including automebiles, until they are reasonably certain that EMSAM therapy does not impair their ability to engage in
such activities.

Patients should be told that, although EMSAM has not been shown to increase the impairment of mental and motor
skills caused by alcohal, the concomitant use of EMSAM and alcohol in depressed patients is not recommended.

Patients should be advised to notify their physician if they are taking, or plan to take, any prescription or over-the-
counter drugs, including herbals, because of the potential for drug interactions. Patients should also be advised to
avoid tyramine-containing nutritional supplements and any cough medicine containing dextromethorphan.

Patients shouid be advised to use EMSAM exactly as prescribed. The need for dietary modifications at higher doses
should be explained, and a brief description of hypertensive crisis provided. Rare hypertensive reactions with oral
selegiline at doses recommended for Parkinson’s disease and associated with dietary influences have been reported.
The clinical relevance to EMSAM is unknown.

Patients should be advised that certain tyramine-rich foods and beverages should be avoided while on EMSAM
S mg/24 hours or EMSAM 12 mg/24 hours, and for 2 weeks following discontinuation of EMSAM at these doses {see
CONTRAINDICATIONS and WARNINGS).

Patients should be instructed to immediately report the occurrence of the following acute symptoms: severe
headache, neck stiffness, heart racing or palpitations, or other sudden or unusual symptoms.

Patients should be advised to avoid exposing the EMSAM application site to external sources of direct heat, such as
neating pads or electric blankets, heat lamps, saunas, hot tubs, heated water beds, and prelonged direct suniight since
heat may result in an increase in the amount of selegiline absorbed from the EMSAM patch and produce elevated
serum levels of sefegiline.

Patients should be advised to change position gradually if lightheaded, faint, or dizzy while on EMSAM therapy.

Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during
EMSAM therapy.

Patients should be advised to nofify their physician if they are breast-feeding an infant.

While patients may notice improvement with EMSAM therapy in 1 to several weeks, they should be advised of the
importance of continuing drug treatment as directed.

Patients should be advised not to cut the EMSAM system intc smaller portions.

For instructions on how to use EMSAM, see DOSAGE AND ADMINISTRATION, How to Use EMSAM.

Drug Interactions

The potential for drug interactions between EMSAM and a variety of drugs was examined in several human studies.
Drug interaction studies described below were conducted with EMSAM 6 mg/24 hours. Although no differences are
expected, drug interaction studies have not been conducted at higher doses {see n vitro Metabolism in Full Preseribing
Information). In afl of the studies described below, no drug-related adverse events were noted that required
discontinuation of any subjects. Further, the incidence and nature of the adverse events were consistent with those
known for selegiline or the test agent.

Alcohol: The pharmacokinetics and pharmacodynamics of atcohol {0.75 mg/kg) alone or in combination with EMSAM
6 mg/24 hours for 7 days of treatment was ined in 16 healthy volunt No clinically significant differences
were observed in the pharmacokinetics or pharmacodynamics of alcohol or the pharmacokinetics of selegiline during
co-administration. Althcugh EMSAM has not been shown to increase the impairment of mental and motor skills
caused by alcoho! (0.75 mg/kg) and failed to alter the pharmacokinetic properties of alcshol, patients should be
advised that the use of aicohol is not recommended while taking EMSAM.

Alprazolam: In subjects whe had received EMSAM 6 mg/24 hours for 7 days, co-administration with alprazolam
{15 mo/day), a CYP3A4/5 substrate, did not affect the pharmacokinetics of either selegiline or alprazolam.

Carbamazepine: Carbamazepine is an enzyme inducer and typically causes decreases in drug exposure; however, slightly
increased levels of selegiline and its metabolites were seen after single application of EMSAM 6 mg/24 hours in subjects
who had received carbamazepine (400 mg/day) for 14 days. Changes in plasma selegiline concentrations were nearly
two-fold, and variable across the subject population. The clinical relevance of these observations is unknown.
Carbamazepine is contraindicated with MAQIs, including selegiline (see GONTRAINDICATIONS).

tbuprofen: In subjects who had received EMSAM 6 mg/24 hours for 11 days, combined administration with the
CYP2C3 substrate ibuprofen (800 mg single dose} did not affect the pharmacokinetics of either selegiline or ibuprofen.

Ketoconazole: Seven-day freatment with ketcconazole (200 mg/day), a potent inhibitor of CYP3AM, did not affect the
steady-state pharmacokinetics of selegiline in subjects who received EMSAM 6 mg/24 hours for 7 days and no
differences in the pharmacokinetics of ketoconazole were observed.

Levothyroxine: In healthy subjects who had received EMSAM 6 mg/24 hours for 10 days, single dose administration
with levothyroxine (150 jg) did not alter the pharmacokinetics of either selegiline or levothyroxine (as judged by T; and
T4 plasma levels).

Olanzapine: In subjects who had received EMSAM 6 mg/24 hours for 10 days, co-administration with ofanzapine, a
substrate for CYP1A2, CYP2DS6, and possibly CYP246, did not affect the pharmacokinetics of either selegiline or olanzapine.

Phenyipropanolamine (PPA): In subjects who had received EMSAM 6 mg/24 hours for 9 days, co-administration with PPA
(25 mg every 4 hours for 24 hours) did not affect the pharmacokinetics of PPA. There was a higher incidence of significant
blood pressure elevations with the co-administration of EMSAM and PPA than with PPA alone, suggesting a possible
pharmacedynamic interacticn. it is prudent to avoid the concomitant use of sympathomimetic agents with EMSAM.

Pseudosphedrine: EMSAM 6 mg/24 hours for 10 days, co-administered with pseudsoephedrine (60 mg, 3 times a day) did
not affect the pharmacokinetics of pseudoephedrine. The effect of pseudoephedrine on EMSAM was not examined. There
were no clinically significant changes in blood pressure during pseudoephedrine admini binat

ion alone, o in ¢
with EMSAM. Nonetheless, it is prudent to avoid the concomitant use of sympathomimetic agents with EMSAM.

Risperidone: In subjects who had received EMSAM 6 mg/24 hours for 10 days, co-administration with risperidone (2 mg
per day for 7 days), a substrate for CYP2D8, did not affect the pharmacokinetics of either selegifine or risperidone.

Tyramine: Selegiline {the drug substance of EMSAM} is an irreversible inhibiter of monoamine oxidase (MAO), a
ubiquitous intracellufar enzyme. MAC exists as two isoenzymes, referred to as MAG-A and MAG-B. Selegiline shows
greater affinity for MAC-B; however, as selegiline concentration increases, this selectivity is lost with resuiting dose-
related inhibition of MAO-A. Intestinal MAC is predominantly type A, while in the brain both iscenzymes exist.

MAQ plays a vital physiological role in terminating the biclogical activity of both endogenous and exogenous amines. In

" addition to their role in the catabolism of monoamines in the CNS, MAOs are also important in the catabolism of
exogenous amines found in a variety of foods and drugs. MAQ in the gastrointestinal tract (primarily type A) provides
protection from exogenous amines with vasopressor actions, such as tyramine, which if absorbed infact can cause a
hypertensive crisis, the so-called “cheese reaction.” If a {arge amount of tyramine is absorbed systemically, it is taken up
by adrenergic neurons and causes norepinephrine release from neuronal storage sites with resultant elevation of blood
pressure, While most foods contain negligible amounts or no tyramine, a few food products (see WARNINGS) may contain
large amounts of tyramine that represent a potential risk for patients with significant inhibition of intestinal MAG-A resulting
from administration of MAQIs. Tyramine-containing nutritional supplements should be avoided by patients taking EMSAM.

Animal studies have indicated the transdermal administration of selegiline via EMSAM 6 mg/24 hours allows for
critical levels of MAQ inhibition to be achieved in the brain while avoiding levels of gastreintestinal inhibition. To further
define the risk of hypertensive crises with use of EMSAM, several Phase | tyramine challenge studies were conducted
both with and without food.

Fourteen tyramine challenge studies including 214 heaithy subjects (age range 18-65; 31 subjects >50 years of age)
were conducted to determine the pressor effects of oral tyramine with concurrent EMSAM treatment (6 mg/24 hours—
12 mg/24 hours), measured as the dose of tyramine required to raise systolic blood pressure by 30 mmHg (TYR30).
Studies were conducted with and without concomitant administration of food. Studies conducted with food are most
relevant to clinical practice since tyramine typically will be consumed in food. A high-tyramine meal is considered to
contain up to 40 mg of tyramine.

One study using a crossover design in 13 subjects investigated tyramine pressor doses (TYR30) after administration of
EMSAM 6 mg/24 hours and oral selegiline {5 mg twice daily) for 9 days. Mean pressor doses {TYR30} of tyramine capsuies
administered without food were 338 mg and 385 mg in subjects treated with EMSAM and oral selegiline, respectively.

Another study using a crossover design in 10 subjects investigated tyramine pressor doses after administration of
EMSAM 6 mg/24 hours or tranylcypromine 30 mg/day for 10 days. Mean pressor doses (TYR30) of tyramine capsules
administered without food were 270 mg in subjects treated with EMSAM 6 mg/24 hours and 10 mg in subjects treated
with tranylcypromine.

In a third crossover study, tyramine without food was administered to 12 subjects. The mean tyramine pressor doses
(TYR30) after administration of EMSAM 6 mg/24 hours for 9 and 33 days were 292 mg and 204 mg, respectively. The
lowest pressor dose was 50 mg in one subject in the 33-day group.

Tyramine pressor doses were also studied in 11 subjects after extended treatment with EMSAM 12 mg/24 hours. At 30, 60,
and 80 days, the mean pressor doses (TYR30} of tyramine administered without food were 95 mg, 72 mg, and 88 mg,
respectively. The lowest pressor dose without food was 25 mg in 3 subjects at day 30 while on EMSAM 12 mg/24 hours.

Eight subjects from this study, with a mean tyramine pressor dose of 64 mg at 90 days, were subsequently administered tyramine
with food, resufting In @ mean pressor dose of 172 mg (2.7 times the mean pressor dose cbserved without food, p <0.003).

With the exception of one study (N=153), the Phase Il clinical development program was conducted without
requiring & modified diet (N=2553, 1606 at 6 mg/24 hours, and 947 at 9 mg/24 hours or 12 mg/24 hours). No
hypertensive crises wers reported in any patient receiving EMSAM (selegiline transdermal system).

In its entirety, the data for EMSAM 6 mg/24 hours support the recommendation that a modified diet is not required
at this dose. Due to the more limited data available for EMSAM 9 mg/24 hours and 12 mg/24 hours, patients receiving
these doses should follow Dietary Modifications Required for Patients Taking EMSAM 9 mgq/24 hours and
12 ma/24 hours. {See WARNINGS.)

Warfarin: Warfarin is a substrate for CYP2CS and CYP3A4 metabolism pathways. In healthy volunteers titrated with
Coumadin® (warfarin sodium) to clinical levels of anticoagulation (INR of 1.5 to 2), co-administration with EMSAM
6 mg/24 hours for 7 days did not affect the pharmacokinetics of the individual warfarin enantiomers. EMSAM did not
alter the clinical pharmacodynamic effects of warfarin as measured by INR, Factor Vil or Factor X levels.

Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis: \n an oral carcinogenicity study in rats, selegiline given in the diet for 104 weeks was not carcinogenic
up to the highest evaluable dose tested (3.5 mg/kg/day, which is 3 times the oral maximum recommended human
dose on a mg/me basis).

Carcinogenicity studies have not been conducted with transdermal administration of selegiline.

Mutagenesis: Selegiline induced mutations and chromgsomal damage when tested in the in vitro mouse lymphoma
assay with and without metabolic activation. Selegiline was negative in the Ames assay, the /n vitro mammalian
chromosome aberration assay in human lymphocytes, and the Jn vivo oral mouse micronucleus assay.

Impairment of Fertilify: A mating and fertility study was conducted in male and female rats at transdermal doses of
10, 30, and 75 mg/kg/day of selegiline (8, 24 and 60 times the maximum recommended human dose of EMSAM
[12 mg/ 24 hours] on a mg/m? basis). Slight decreases in sperm concentration and total sperm count were observed at
the high dose; however, no significant adverse effects on fertility or reproductive performance were observed.

Teratogenic Effects - Pregnancy Category G

In an embryofetal development study in rats, dams were treated with transdermal selegiline during the period of
organogenesis at doses of 10, 30, and 75 mg/kg/day (8, 24, and 60 times the maximum recommended human dose
[MRHD] of EMSAM [12 mg/24 hours] on a mg/m? basis). At the highest dose there was a decrease in fetal weight and
slight increases in malformations, delayed ossification (also seen at the mid dose}, and embryofetal post-implantation
lethality. Concentrations of selegiline and its metabolites in fetal plasma were generally similar to those in maternal
plasma. In an oral embryofetal development study in rats, a decrease in fetal weight occurred af the highest dose tested
{36 mg/kg; no-effect dose 12 mg/kg); ne increase in malformations was seen.

In an embryofetal development study in rabbits, dams were treated with transdermal selegiline during the period of
organogenesis at doses of 2.5, 10, and 40 mg/kg/day (4, 16, and 64 times the MRHD on a mg/m? basis). A slight
increase in visceral malformations was seen at the high dese. In an oral embryofetal development study in rabbits,
increases in total resorptions and post-implantation loss, and a decrease in the number of live fetuses per dam, occurred
at the highest dose tested (50 mg/kg; no-effect dose 25 mg/kg).

In a prenatal and postnatal development study in rats, dams were treated with transdermal selegiline at doses of 10,
30, and 75 mg/kg/day (8, 24, and 60 times the MRHD on a mg/m? basis) on days 6-21 of gestation and days 1-21 of the
lactation period. An increase in post-implantation loss was seen at the mid and high doses, and an increase in stillborn
pups was seen at the high dose. Decreases in pup weight (throughout lactation and post-weaning periods) and survival
{throughout lactation period), retarded pup physical development, and pup epididymal and testicular hypoplasia, were
seen at the mid and high doses. Retarded neurobehavioral and sexual development was seen at all doses. Adverse effects
on pup reproductive performance, as evidenced by decreases in implantations and litter size, were seen at the high dose.
These findings suggest persistent effects on the offspring of treated dams. A no-effect dose was not established for
developmental toxicity. In this study concentrations of selegifine and its metabofites in milk were ~ 15 and 5 times,
respectively, the concentrations in plasma, indicating that the pups were directly dosed during the lactation period.

There are no adequate and well-controlied studies in pregnant women. EMSAM should be used during pregnancy
oniy if the potential benefit justifies the potential risk to the fetus.

Labor and Delivery
The effect of EMSAM on labor and delivery in humans is unknown.

Nursing Mothers

In a prenatal and postnataf study of transdermal selegfiine in rats, selegifine and metabolites were excreted into the milk
of [actating rats. The levels of selegiline and metabolites in milk were approximately 15 and 5 times, respectively, steady-
state levels of selegitine and metabolites in maternal pfasma. It is not known whether this drug is excreted in human milk.
Because many drugs are excreted in human milk, cauticn should be exercised administering EMSAM to a nursing mother.

Pediatric Use
Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS,
Clinical Worsening and Suicide Risk).

Anyone censidering the use of EMSAM in a child or adolescent must balance the potential risks with the clinical need.

Geriatric Use

One hundred ninety-eight {198) elderly (=65 years of age} patients participated in cfinical studies with EMSAM 6 mg/24 hours
10 12 mg/24 hours. There were no overall differences in effectiveness between eiderly and younger patients. In short-term,
placebo-controlfed depression trials, patients age 50 and older appeared to be at higher risk for rash (4.4% EMSAM versus
0% placebo) than younger patients {3.4% EMSAM versus 2.4% pfacebo).

ADVERSE REACTIONS

The premarketing development program for EMSAM included selegiline exposures in patients and/or normal subjects from
two different groups of studies: 702 healthy subjects in clinical pharmacology/pharmacokinetics studies and 2036
exposures from patients in controlled and uncontrolled major depressive disorder clinical trials. The conditions and duration
of treatment with EMSAM varied and included double-blind, open-label, fixed-dose, and dose titration studies of short-term
and longer-term exposures. Safety was assessed by monitoring adverse events, physical examinations, vital signs, body
weights, laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators. In
the tables and tabulations that follow, standard COSTART terminology has been used to classify reported adverse events.
The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed. An event was considered treatment-emergent if it occurred for the
first time or worsened while receiving therapy following baseline evaluation.

Adverse Findings Observed in Short-Term, Placebe-Controlled Trials

Adverse Events Associated with Discontinuation of Treatment: Among 817 depressed patients who received EMSAM
at doses of either 3 mg/24 hours (151 patients), 6 mg/24 hours {550 patients) or 6 mg/24 hours, 3 mg/24 hours, and
12 mg/24 hours (116 patients) in placebo-controlled trials of up to 8 weeks in duration, 7.1% discontinued treatment
due to an adverse event as compared with 3.6% of 668 patients receiving placebo. The only adverse event associated
with discontinuation, in at least 1% of EMSAM-treated pafients at a rate af least twice that of placebo, was application
site reaction (2% EMSAM vs. 0% placeba).

Adverse Events Occurring at an Incidence of 2% or More Among EMSAM -Treated Patients: Table 1 enumerates adverse

events that occurred at an incidence of 2% or more (rounded to the nearest percent) among 817 depressed patients who
received EMSAM in doses ranging from 3 to 12 mg/24 hours in placebo-controlled trials of up o 8 weeks in duration.
Events included are those occurring in 2% or more of patients treated with EMSAM and for which the incidence in
patients treated with EMSAM was greater than the incidence in placebo-treated patients.

Only one adverse event was associated with a reporting of at least 5% in the EMSAM group, and a rate at least twice
that in the placebo group, in the pool of short-term, placebo-controlled studies: application site reactions (see
Application Site Reactions, below). In one such study which utilized higher mean doses of EMSAM than that in the entire
study pocl, the following events met these criteria: application site reactions, insomnia, diarrhea, and pharyngitis.

These figures cannot be used to predict the incidence of adverse events in the course of usual medical practice where
patient characteristics and other factors differ from those that prevailed in the clinical triats. Similarly, the cited
frequencies cannot be compared with figures obtained from other clinical investigations invelving different treatments,
uses, and investigators. The cited figures, however, do provide the prescribing physicians with some basis for estimating
the relative contribution of drug and non-drug factors to the adverse event incidence rate in the pepulation studied.



Table 1. Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Major
Depressive Disorder With EMSAM (selegifine transdermal system)!

Nervous System: Frequent: Agitation, paresthesia, thinking abnormal, amnesia. Infrequent: Leg cramps, tremor,
vertigo, hypertonia, twitching, emotional lability, confusion, manic reaction, depersonalization, hyperkinesias, hostility,
myaclonus, circumoral p: hyperesthesia, i {ibido, euphoria, neurosis, paranoid reaction. Aare: Ataxia.

Respiratory System: Frequent: Cough increased, bronchitis. nfrequent: Dyspnea, asthma, pneumonia, laryngismus.
Rare: Epistaxis, laryngitis, yawn.

Skin and Appendages: Frequent: Pruritus, - Dry skin, i Jlar rash, contact
dermatitis, urticaria, herpes simplex, alopecia, vesmulobullous rash herpes zoster skin hypertrophy, fungal dermatms
skin bemgn neoplasm. Aare: Eczema.

Special Senses: Frequent: Taste perversion, tinnitus. /nfr t: Dry eyes, conj
media, parosmia. Rare: Mydriasis, ofitis external, visual field defect

ivitis, ear pain, eye pain, ofitis

System: Frequent: Urinary tract mfecuon urinary freg thea, metrorrhagia. q

Urinary tract infection (male), vaginitis, cystitis (female), hematuria female) unintended pregnancy, dysuria (female},
urinary urgency (male and female), vaginal moniliasis, menorrhagia, urination impaired (male), breast neoplasm
{female}, kidney calculus (female), vaginal hemorrhage, amenorrhea, breast pain, polyuria (female).

DRUG ABUSE AND DEPENDENCE

fransdermal system) is not a controlled substance.

1 Events reported by at least 2% of patients = treated with EMSAM are included, except the following events which had
an incidence on placebo treatment = to EMSAM: infection, nausea, dizziness, pain, abdominal pain, nervousness, back
pain, asthenia, anxiety, flu syndrome, accidental injury, somnolenice, rhinitis, and palpitations.

Application Site Reactions: In the pool of short-term, placebo-controfled major depressive disarder studies, application site
reactions (ASRs) were reported in 24% of EMSAM-treated patients and 12% of placebo-treated patients. Most ASRs were
mild or moderate in severity. None were considered serious. ASRs led to dropout in 2% of EMSAM-treated patients and no
placebo-treated patients.

In one such study which utilized higher mean doses of EMSAM, ASRs were reported in 40% of EMSAM-treated patients
and 20% of placebo-treated patients. Most of the ASRs in this study were described as erythema and most resolved
spontaneously, requiring no treatment. When treatment was administered, it most commonly consisted of
dermatological preparations of corticosteroids.

Male and Female Sexual Dysfunction with MAQ inhibitors: Although changes in sexual desire, sexual performance and
sexual satisfaction often occur as manifestations of a psychiatric disorder, they may also be a consequence of
pharmacologic treatment.

Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, performance, and
satisfaction are difficult to obtain, in part because patients and physicians may be reluctant to discuss them.
Accordingly, estlmates of the lnmdence of untoward sexual experience and performance cited in product Iabelmg are
likely to their actual inci Table 2 shows that the incidence rates of sexual side effects in patients
with major depressive disorder are comparable to the placebo rates in placebo-controlled trials.

Table 2. Incidence of Sexual Side Effects in Placebo-Controlled Clinical Trials With EMSAM

Physical and Psychological Dependence
Several animal studies have assessed potential for abuse and/or dependence with chronic selegiline administration.
None of these studies demonstrated a potential for selegiline abuse or dependence.

EMSAM has not been systematically studied in humans for its potential for abuse, tolerance, or physical dependence.
While the cfinical trials did not reveal any tendency for any drug-seeking behavior, these observations were not
systematic and it is not possible to predict on the basis of this fimited experience the extent to which a CNS-active drug
will be misused, diverted, and/or abused once marketed. Consequently, patients should be evaluated carefully for a
history of drug abuse, and such patients should be observed closely for signs of EMSAM misuse or abuse (e.g.,
development of tolerance, increases in dose, or drug-seeking behavior).

OVERDOSAGE
There are no specific antidotes for EMSAM. If symptoms of averdosage accur, immediately remove the EMSAM system
and institute appropriate suppartive therapy. For contemporary consultation on the management of poisoning or overdosage,
contact the National Poison Control Center at 1-800-222-1222.

EMSAM is considered to be an irreversible MAOI at therapeutic doses and, in overdosage, is likely to cause excessive
MAOQ-A inhibition, and may result in the signs and symptoms resembling overdosage with other non-selective, oral MAOI
antidepressants (e.g., ranylcypromine [Parnate®], pheneizine [Nardil®], or isocarboxazide [Marplan®}).

Overdosage With Non-Selective MAQ Inhibition
NOTE: The following is provided for reference only: it does nat describe events that have actually been observed with
selegiline in overdosage. No information regarding overdose by ingestion of EMSAM is available.

Typical signs and symptoms associated with overdosage of non-selective MAOI antidepressants may not appear
immediately. Delays of up to 12 hours between ingestion of drug and the appearance of signs may occur, and peak
effects may not be abserved for 24-48 hours. Since death has been reported following overdosage with MAOI agents,
hospitalization with close monitoring during this period is essential.

Overdosage with MAD! agents is typically associated with CNS and cardiovascular toxicity. Signs and symptoms of
overdosage may include, atone or in combination, any of the following: drowsiness, dizziness, faintness, irritability,

Body System/Preferred Term EMSAM (N=817) Placebo (N=668)
(% of Patients Reporting Event)

Body as a Whole

Headache 18 17
Digestive

Diarrhea 9 7

Dyspepsia 4 3
Nervous

Insomnia 12 7

Dry Mouth 8 6
Respiratory

Pharyngitis 3 2

Sinusitis 3 1 gxnlétz?wlled §ubslance Class
Skin

Application Site Reaction 24 12

Rash 4 2

h ivity, agitation, severe headache, haffucinations, trismus, oplsthotonos convuisions, coma, rapid and irreqular
pulse hypertension, hypotension and vascular collapse, precordial pain, respiratory depression and failure,
hyperpyrexia, diaphoresis, and cool, clammy skin. Type and intensity of symptoms may be refated to extent of the

should include supportive measures, with pharmacological intervention as appropriate. Symptoms may

persist after drug washout because of the irreversible inhibitory effects of these agents on systemic MAQ activity. With
overdosage, in order o avoid the occurrence of hypertensive crisis (“cheese reaction”), dietary tyramine should be
for several weeks beyond recovery to permit regeneration of the peripheral MAO-A isoenzyme.

DOSAGE AND ADMINISTRATION

EMSAM should be applied to dry, intact skin on the upper torso (below the neck and above the waist), upper thigh or
the outer surface of the upper arm once every 24 hours. The recommended starting dose and target dose for EMSAM

Adverse Event EMSAM [ Placeho
IN MALES ONLY
(N=304) (N=256)
Abnormal Ejaculation 1.0% 0.0% overdosage.
Decreased Libido 0.7% 0.0%
Impotence 0.7% 0.4%
Anorgasmia 0.2% 0.0%
IN FEMALES ONLY Initial Treatment
(N=513) {N=412)
Decreased Libido 0.0% 0.2%

There are no adequately designed studies examining sexual dysfunction with EMSAM treatment.

Vital Sign Changes: EMSAM and placebo groups were compared with respect to (1) mean change from baseling in
vital signs {pulse, systolic blood pressure, and diastolic blood pressure) and (2) the incidence of patients meeting
criteria for potentially clinically significant changes from baseline in these variables. In the pool of short-term, placebo-
conirolled major depressive disorder studies, 3.0% of EMSAM-treated patients and 1.5% of placebo-treated patients
experienced a low systolic blood pressure, defined as a reading less than or equal to 90 mmHg with a change from
baseline of at least 20 mmHg. In one study which utilized higher mean doses of EMSAM, 6.2% of EMSAM-treated
patients and no placebo-treated patients experienced a low standing systolic blood pressure by these criteria.

In the pool of short-term major depressive disorder trials, 9.8% of EMSAM-treated patients and 6.7% of placebo-treated
patients experienced a notable orthostatic change in blood pressure, defined as a decrease of at least 10 mmHg in
mean blood pressure with postural change.

Weight Changes: In placebo-controlled studies (6 - 8 weeks), the incidence of patients who experienced =5% weight
gain or weight loss is shown in Table 3.

Table 3. Incidence of Weight Gain and Weight Loss in Placebo-Controlled Trials With EMSAM

Weight Change EMSAM Placebo
(N=757) (N=614)
Gained = 5% 21% 2.4%
Lost = 5% 5.0% 2.8%

In these trials, the mean change in body weight among EMSAM-treated patients was -1.2 Ibs compared io
+0.3 Ibs in placebo-treated patients.

Laboratory Changes: EMSAM and placebo groups were compared with respect to (1) mean change from baseline in
various serum chemistry, hematology, and urinalysis variables and (2) the incidence of patients meeting criteria for
potentially clinically significant changes from baseline in these variables. These analyses revealed no clinically
important changes in laboratory test parameters associated with EMSAM.

ECG Changes: Electrocardiograms {ECGs) from EMSAM {N=817) and placebo (N=668) groups in controlled studies were
compared with respect to (1) mean change from baseline in various ECG parameters and (2) the incidence of patients
meeting criteria for clinically significant changes from baseline in these variables.

No clinically meaningful changes in ECG parameters from baseline to final visit were observed for patients in
controlled studies.

Other Events Observed During the Premarketing Evaluation of EMSAM
During the premarketing assessment in major depressive disorder, EMSAM was administered to 2036 patients in Phase
Il studies. The conditions and duration of exposure to EMSAM varied and included double-blind and open-tabel studies.

In the tabulations that follow, reported adverse events were classified using a standard COSTART-based dictionary
terminology. All reported adverse events are included except those already fisted in Table 1 or elsewhere in labeling,
and those events occurring in only one patient. It is important to emphasize that aithough the events occurred during
treatment with EMSAM, they were not necessarily caused by it.

Events are further categorized by body system and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are those occurring on one or more occasions in at least 1/100 patients; infrequent
adverse events are those occurring in less than 1/100 patients but at least 1/1000 patients; rare events are those
occurring in fewer than 1/1000 patients.

Body as a Whole: Frequent: Chest pain, neck pain. Infrequent: Bacterial infection, fever, cyst, fungal infection, chills,
viral infection, suicide attempt, neck rigidity, pelvic pain, photosensitivity reaction, face edema, flank pain, hernia,
intentional injury, neoplasm, generalized edema, overdose. Rare: Body odor, halitosis, heat stroke, parasitic infection,
malaise, moniliasis.

Cardiovascular System: Frequent: Hypertension. Infrequent: Vasodilatation, tachycardia, migraine, syncope, atrial
fibritation, peripheral vascular disorder. Rare: Myocardial infarct.

Digestive System: Frequent: Constipation, flatulence, anorexia, gastroenteritis, vomiting. Infrequent: Increased
appetite, thirst, periodontal abscess, eructation, gastritis, colitis, dysphagia, tongue edema, glossitis, increased
salivation, abnormal liver function tests, melena, tongue disorder, tooth caries. Rare: Gl neoplasia, rectat hemorrhage.

Hemic and Lymphatic System: Frequent: Ecchymosis. infrequent: Anemia, lymphadenopathy. Rare: Leukocytosis,
leukopenia, petechia.

Metabolic and Nutritional: Frequent: Peripheral edema. Infrequent: Hyperglycemia, increased SGPT, edema,
hypercholesteremia, increased SGOT, dehydrahon alcohol intolerance, hyponatremia, increased lactic dehydrogenase.
Rare: Increased alkaline phospt yp ic reaction.

Musculoskeletal System: Frequent: Myalgia, pathologlcal fracture. infrequent: Arthralgia, generalized spasm,
arthritis, ia, arthrosis, Y . Rare: Osteoporosis.

is 6 mg/24 hours. EMSAM has heen systematically evaluated and shown to be effective in a dose range of 6 mg/24 hours
to 12 mg/24 hours. However, the trials were not designed to assess if higher doses are more effective than the lowest
effective dose of 6 mg/24 hours. Based on clinical judgment, if dose increases are indicated for individual patients,
they should occur in dose increments of 3 mg/24 hours {up to a maximum dose of 12 mg/24 hours) at intervals of no
less than 2 weeks. As with all drugs, full antidepi effect may be delayed.

Patients should be informed that tyramine-rich foods and beverages should be avoided beginning on the first day of
EMSAM 9 mg/24 hours or 12 mg/24 hours treatment and should continue to be avoided for 2 weeks after a dose
reduction to EMSAM 6 mg/24 hours or following the discontinuation of EMSAM 9 mg/24 hours or 12 mg/24 hours
(see WARNINGS).

Special Populations

No dosage adjustment is required for patients with mild to moderate renal or hepatic impairment. The recommended
dose for elderly patients (=65 years) is EMSAM 6 mg/24 hours daily. Dose increases, in the elderly, should be made
with caution and patients should be closely observed for postural changes in blood pressure throughout treatment.

How to Use EMSAM
. EMSAM should be applied to dry, intact skin on the upper torso {below the neck and above the waist), upper
thigh or the outer surface of the upper arm. A new application site should be selected with each new patch to
avoid re-application to the same site on cansecutive days. Patches should be applied at approximately the same

time each day.

2. Apply the patch to an area of skin that is not hairy, oily, irritated, broken, scarred or ¢alloused. Do not place the
patch where your clothing is tight, which could cause the patch to rub off.

3. After you have selected the site for your patch, wash the area gently and thoroughly with soap and warm water.
Rinse until all soap is removed. Dry the area with a clean dry towel.

4. Just before you apply the patch, remove it from the pouch. Remove half of the protective backing and throw it
away. Try not to touch the exposed side (sticky side) of the patch, because the medicine coutd come off on your
fingers.

5. Press the sticky side of the patch firmiy against the skin site that was just washed and dried. Remove the

second half of the protective liner and press the remaining sticky side firmly against your skin. Make sure that

the patch is flat against the skin {there should be no bumps or folds in the patch) and is sticking securely. Be
sure the edges are stuck to the skin surface.

. After you have applied the patch, wash your hands thoroughly with soap and water to remove any medicine that
may have gotten on them. Do not touch your eyes until after you have washed your hands.

. After 24 hours, remove the patch. Do not touch the sticky side. As soon as you have removed the patch, fold it
s0 that the sticky side sticks to itself.

. Throw away the folded patch so that children and/or pets cannot reach it.

. Wash your hands with soap and water.

10. If your patch falls off, apply a new patch to a new site and resume your previous schedule.

11. Only one EMSAM patch should be worn at a time.

12. Avoid exposing the EMSAM application site to external sources of direct heat, such as heating pads or electric

blankets, heat lamps, saunas, hot tubs, heated water beds, and prolonged direct sunlight.

Maintenance Treatment

Itis generally agreed that episodes of depression require several months or longer of sustained pharmacologic therapy.
The benefit of maintaining depressed patients on therapy with EMSAM at a dose of 6 mg/24 hours after achieving a
responder status for an average duration of about 25 days was demonstrated in a controlled trial (see Glinical Efficacy
Trials in Full Prescribing Information and INDICATIONS AND USAGE). The physician who elects to use EMSAM for
extended periods should periodically re-evaluate the long-term usefulness of the drug for the individual patient.
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g FOR THE TREATMENT OF SCHIZOPHRENIA

He Needs a Powerful Antipsychotic for His Mind

But What Will It Do to His Body?
A\ 4

7~ INVEGA

g PALIPERIDONE

-~ Extended-Release Tablets
STRENGTH FOR THE WHOLE PERSON

Please see Important Safety Information, including Boxed Warning, on adjacent pages.
Please see accompanying brief summary of full Prescribing Information.



A NEW ORAL ATYPICAL ANTIPSYCHOTIC FOR
THE TREATMENT OF SCHIZOPHRENIA

INTRODUCING

“NINVEGA

PALIPERIDONE

Extended-Release Tablets

STRENGTH FOR THE WHOLE PERSON

IMPORTANT SAFETY INFORMATION

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an
Increased risk of death compared to placebo, Analyses of seventeen placebo-controlled trials {(modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between
1.6 to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10-week controlled
trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia)in nature. Neither INVEGA™
{paliperidone) nor RISPERDAL® (risperidone) are approved for the treatment of patients with Dementia-
Related Psychosis.

Commonly observed adverse events: The most commonly observed adverse events occurring at an incidence of 25%
and at least 2 times placebo were: INVEGA: akathisia and extrapyramidal disorder; RISPERDAL: anxiety, somnaolence,
extrapyramidal symptoms, dizziness, constipation, nausea, dyspepsia, rhinitis, rash, and tachycardia.

QT Prolongation: INVEGA causes a modest ncrease in the comected QT (QTc) interval, INVEGA should be avoided in
combination with other druas that are known to prolong the QTe interval, In patients with congenital long QT syndrome or
a history of cardiac arrhythmias. Certain circumstances may Increase the risk of torsades de pointes and/or sudden death
in association with the use of drugs that prolong the QTc interval.

Neuroleptic malignant syndrome (NMS): NMS, a potentially fatal symptom complex, has been reported with the use
of antipsychotic medications, including INVEGA and RISPERDAL. Clinical manifestations include muscle rigidity, fever,
altered mental status and evidence of autonomic instability (see full Prescribing Information). Management should
Include immediate discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy, Intensive
symptomatic treatment and medical monitoring, and treatment of any concomitant serious medical problems.

Tardive dyskinesia (TD): TD is a syndrome of potentially Imeversible, involuntary, dyskinetic movements that may
develop in patients treated with antipsychotic medications. The risk of developing TD and the likelihood that dyskinetic
movements will become irreversible are belleved to increase with duration of treatment and total cumulative dose. Elderly
patients appeared to be at increased risk for TD. Prescribing should be consistent with the need to minimize the risk of
TD. The syndrame may remit, partially or completely, if antipsychatic treatment is withdrawn.

Please see accompanying brief summary of full Prescribing Information for INVEGA and RISPERDAL.




Powerful Efficacy for the Mind
With Safety and Tolerability for the Body

INVEGA is specifically created to combine:

= The active metabolite of RISPERDAL® (risperidone)
= Innovative OROS® extended-release technology

INVEGA has been shown to deliver:

« Significant efficacy in the positive and negative
symptoms of schizophrenia'

= Low weight gain and EPS rates comparable with
placebo in 6-week trials with the recommended
6-mg dose'

Hyperglycemia and Diabetes: Hyperglycemia, some cases extreme and associated with ‘ ’
ketoacidosis, hyperosmaolar coma or death, has been reported in patients treated with y
atypical antipsychotics (APS). Patients starting treatment with APS who have or are at risk for

diabetes, should undergo fasting blood glucose testing at the beginning of and during treatment

Patients who develop symptoms of hyperalycemia should also undergo fasting blood glucose testing.

Gastrointestinal: INVEGA should ordinarily not be administered to patients with pre-existing severe gastrointestinal
narrowing. Rare Instances of obstructive symptoms have been reported in patients with known strictures taking
non-deformable formulations. INVEGA should only be used in patients who are able to swallow the tablet whole.
Cerebrovascular adverse events (CAEs) CAEs, including fatalities, have been reported In elderly patients with
dementia-related psychosis taking atypical antipsychotics In clinical trials, Neither INVEGA nor RISPERDAL are
approved for treating these patients.

Orthostatic hypotension and Syncope: INVECA and RISPERDAL can cause orthostatic hypotension and syncope
in some patients. Appropriate monitoring of orthostatic vital signs should be considered

Seizures: INVECA and RISPERDAL should be used cautiously in patients with a history of seizures.

Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, INVEGA and RISPERDAL elevate
prolactin levels and the elevation persists during chronic administration.

Suicide: The possibility of suicide attempt is inherent in psychotic llinesses and close supervision of high-risk
patients should accompany drug therapy.

Maintenance treatment: Physicians who elect to use INVEGA and RISPERDAL for extended periods should
periodically re-evaluate the long-term risks and benefits of the drug for the individual patient.

Extrapyramidal symptoms (EPS); Total EPS-related adverse events in the higher 9-mg and 12-mg treatment groups
were 25% and 26%, respectively, versus | 1% for the placebo group,

Weight gain: The proportion of subjects having a weight gain of 27% body welght were comparable to placebo (5%) for
3 mg (7%) and 6 mg (6%). A higher incidence was seen for 9 mg (9%) and 12 mg (9%)

Reference: 1. Data on file. Janssen LB Tituswville, N| ME::Fl Toger L 7
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INVEGA™

(paliperidone)

Extended-Relgase Tablets

BEFORE PRESCRIBING, PLEASE CONSULT COMPLETE PRESCRIBING INFORMATION OF
WHICH THE FOLLOWING IS A BRIEF SUMMARY

Rx only

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated vmh atyplca] antipsychotic drugs are at an
risk of death compared to x of 17 trials {modal duration
of 10 weeks) in these subjects revealed a risk of death in the drug-treated subjects of between 1.6 to
1.7 times that seen in placebo-treated subjects. Over the course of a typical 10-week controlled trial,
the rate of death in drug-treated subjects was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. INVEGA™
(paliperidone} Extended-Release Tablets is not approved for the treatment of patients with dementia-
related psychosis.

in patients at risk for aspiration pneumonia. Suicide: The possibility of suicide attermpt is inherent in psychotic
ilinesses, and close supervision of high-risk patients should accompany drug therapy. Potential for Cognitive and
Motor impairment: Somnolence and sedation were reported in subjects treated with INVEGA™ (see ADVERSE
REACTIONS). Antipsychotics, inciuding INVEGA™, have the potential fo impair judgment, thinking, or motor skills.
Patients should be cautioned about performing activities requiring mental aleriness, such as operating hazardous
machinery or operating a motor vehicle, untii they are reasonably certain that paliperidone therapy does not
adversely affect them. Priapism: No cases of priapism have been reported in clinical trials with INVEGA™.
Thrombotic Thrombocytopenia Purpura {TTP): No cases of TTP were observed during clinical studies with
paliperidone. Although cases of TTP have been reported in association with risperidone administration, the
relationship to risperidone therapy is unknown. Body Temperature Regulation: Disrupticn of the body’s ability to
reduce core body temperature has been atiributed o antipsychotic agents. Appropriate care is advised when
prescribing INVEGA™ fo patients who will be experiencing conditions which may contribute to an elevafion in core
body ffect: An effect was observed in preclinical studies with paliperidone.
This effect, if it ocours in humans, may mask the signs and symptoms of overdosage with certain drugs or of
conditions such as intestinal obstruction, Reye’s syndrome, and brain tumor. Use in Patients with Concomitant
lliness: Clinical experience with INVEGA™ in patients with cerlain concomitant illnesses is fimited {see CLINICAL
PHARMACOLOGY: Pharmacokinetics: Special Populations: Hepatic Impairment and Renal Impairment in full P1).
Patients wnth Parklnson (] Dlsease or Dementia with Lewy Bodxes are reported fo have an increased sensitivity to

ifestations of this i d sensitivity include confusion, obtundation, postural
mslabmty wnth frequent falls, extrapyramxdal symptoms, and clinical features consistent with the neurolephc

. [NV

lr:gl:g‘Aﬂ(')‘Ns'AND USAGE: INVEGA™ (paliperidone) Extended-Release Tablets is indicated for the treatment
of schizophrenia.

CONTRAINDICATIONS: INVEGA™ (paliperidone} is contraindicated in patients with a known hypersensitivity to
paliperidene, risperidone, or fo any components in the INVEGA™ formulation.

WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis - Elderly patients
with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of
death compared to placebo. INVEGA™ (paliperidone} Extended-Release Tablets is not approved for the
treatment of dementia-related psychosis (see Boxed Warning). QT Prolongation: Paliperidone causes a
modest increase in the corrected QT (QTc) interval. The use of paliperidone should be avoided in combination
with other drugs that are known to prolong QT including Class 1A (e.g., quinidine, procalnamlde) of Class Hll
(e.g., amiodarone, sotalol} antiarrhythmic medications, antipsychotic medi ine

EGA has not been evaluated or used fo any appreciable extent in patients with a recent
history of myocard(al infarction or unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical trials. Because of the risk of orthostatic hypotension with INVEGA™, caution should be
observed in patients with known cardiovascular disease (see PRECAUTIONS: General: Orthostatic Hypotension
and Syncope). Information for Patients: Physicians are advised to discuss the following issues with patients for
whom they prescribe INVEGA™. Orthostatic Hypotension: Patients should be advised that there is risk of
orthostatic hypotension, particutarly at the time of initiating initiating ori the dose.
Interference With Cognitive and Motor Performance: As INVEGA™ has the potem[a[ to impair judgment,
thinking, or motor skifls, patients should be cautioned about operating hazardous machinery, including
automobiles, until they are reasonably certain that INVEGA™ therapy does not affect them adversely. Pregnancy:
Patients should be advised to netify their physician if they become pregnant or intend to become pregnant during

thiondazme) antbiotics (e.g., gatifloxacin, moxifioxacin), or any other class of medlcahons nown to pro!ong the
QTc interval. Paliperidone should also be avoided in patients with congenitaf long QT syndrome and in patients
with a history of cardiac arrhythmias. Certain circumstances may increase the risk of the occurrence of torsade de
pointes and/or sudden death in association with the use of drugs that prolong the QTc interval, including (1)
bradycardia; {2) hypokalemia or h itant use of other dru fgs that pro[ong the QTc
interval; and (4) presence of congemtal prolongation of the QT interval. The effects of paliperidone on the QT
interval were evaluated in a double-blind, active-controlled (moxifloxacin 400 mg single dose), multicenter QT
study in adults with schizophrenia and schizoaffective disorder, and in three placebo- and active-controlled 6-
week fixed- dose efhcacy frials in adults with schizophrenia. In the QT study {n = 141), the 8 mg dose of
lease oral p idone (n=44) showed a mean placebo-sublracted increase from baseline in QTcLD
of 123 msec (90% Ct: 8.9; 15. 6) on day 8 at 1.5 hours post-dose. The mean steady-state peak plasma
concentration for this 8 mg dose of paliperidone immediate-release was more than twice the exposure observed
with the maximum recommended 12 mg dose of INVEGA™ (C,,, . = 113 and 45 ng/mL, respectively, when
administered with a standard breakfast). In this same study, a 4 mg dose of the i release oral formul

with INVEGA™. Nursing: Patients should be advised not o breast-feed an infant if they are taking
INVEGA™. Concomitant Medication: Patients should be advised to inform their physicians if they are taking, or
plan fo take, any prescription or over-the-counter drugs, as there is a potential for interactions. Alcohol: Patients
should be advised fo avoid alcohol while taking INVEGA™. Heat Exposure and Dehydration: Patients should be
advised regarding appropriate care in avoiding overheating and dehydration. Administration: Patients should be
informed that INVEGA™ should be swallowed whole with the aid of fiquids. Tablets should not be chewed, divided,
or crushed. The medication is contained within a nonabsorbable shell designed to release the drug at a confrolled
rate. The tablet shell, along with insoluble core components, is efiminated from the body; patients should not be
concemed if they occasionally notice something that looks like a tablet in their stool. Drug Interactions: Potential
for INVEGA™ to Affect Other Drugs - Paliperidone is not expected to cause cfinically important pharmacokinetic
interactions with drugs that are metabolized by cytochrome P450 isozymes. /n vifro studies in human liver
microsomes showed that paliperidone does not substantially inhibit the metabolism of drugs metabolized by
cytochrome P450 isozymes, including CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4, and
CYP3AS. Therefore, paliperidone is not expected to inhibif clearance of drugs that are metabolized by these

of paliperidone, for which G, = 35 ng/mL, showed an increased placebo-subtracted QTcLD of 6.8 msec (30%
Cl:36;10.1)onday2at 1.5 5 hours post-dose. None of the subjects had a change exceeding 60 msec or a QTcLD
exceeding 500 msec at any time during this study. For the three fixed-dose efficacy studies, electrocardiogram
{ECG) measurements taken at various fime points showed only one subject in the INVEGA™ 12 mg group had a
change exceeding 80 msec at one time-point on Day 6 (increase of 62 msec). No subject receiving INVEGA™ had
a QTcLD exceeding 500 msec at any time in any of these three studies. Malignant Sy

p ly fatal symptom complex imes referred to as Malignant Syndi (NMS) has been
reported with antipsychotic drugs. Clinical manif of NMS are hy yperpyrexia, muscle rigidy, altered mental
status, and evidence of autonomic instability. Other signs may include elevated ph
myoglobinuria (thabdomyolysis}, and acute renal failure. Management should include: discontinuation of the
antipsychotic and other drugs not essential to therapy; intensive symptomatic freaiment and medical monitoring;
and treatment of other serious medical problems. If a patient requires antipsychotic drugs after recovery from
NMS, the reintroduction of drug therapy should be carefully ¢ oonsxdered The patient should be (zrelully momtored
since recurrences have been reported. Tardive Dyski A of p

dyskinetic movements may develop in pafients treated with antlpsychoﬂc drugs The risk of developing and
likelihcod that it wilt become irreversibie are befieved to increase with the duration of treatment and the totat
cumulafive dose. However, tardive dyskinesia can develop, after brief freatment periods at iow doses. There is no
known treatment for established cases of tardive dyskinesia, although it may remit, partially or completely, if the
antipsychotic is withdrawn. Prescribing should be in @ manner to minimize the occurrence. In patients who require
chronic treatment, the smallest dose and the shortest duration of treatment producing a satisfactory clinical
response should be sought. The need for continued treatment should be reassessed periodically. If signs and
symptoms should appear drug discontinuation should be considered. Hyperglycemla and Diabetes Mellitus:
Hyperglycemia, in some cases extreme and iated with is or lar coma or death, has

ys in a dinically relevant manner. Paliperidone s also not expected to have enzyme inducing
properties. At therapeutic concentrations, paiiperidone did not inhibit P-glycoprotein. Paliperidone is therefore not
expected o inhibit P-glycoprotein-mediated transport of other drugs in a clinically relevant manner. Given the
primary CNS effects of paliperidone (see ADVERSE REACTIONS), INVEGA™ should be used with caution in
combination with other centrally acting drugs and alcohol. Paliperidone may antagonize the effect of levodapa and
other dopamine agonists. Because of its potential for inducing orthostatic hypotension, an additive sffect may be
observed when INVEGA™ is administered with other therapeutic agents that have this potential (see
PRECAUTIONS: General: Orthostatic Hypotension and Syncope). Potential for Other Drugs to Affect
INVEGA™ - Paliperidone is not a substrate of CYP1A2, CYP2A6, CYP2C9, and CYP2C18, so that an interaction
with inhibitors or inducers of these isozymes is unlikely. While in vitro studies indicate that CYP2086 and CYP3A4
may be minimally involved in pali bolism, in vivo studies do not show decreased elimination by these
lsozymes and lhey oonlnbute to only a small fraction of total body clearance Carcinogenesis, Mutagenesis,

p of Fertility: C: arcir studies of p idone have not been performed.
Carcinogenicity studies of risperidone, which is extensively converted to pahpendone in rats, mice, and humans,
were conducted in Swiss albino mice and Wistar rats. Risperidone was administered in the diet at daily doses of
0.63, 2.5, and 10 mg/kg for 18 months to mice and for 25 months to rats. A maximum toleraied dose was not
achieved in male mice. There were stafistically significant increases in pituitary gland adenomas, endocrine
pancreas adenomas, and mammary gland adenocarcinomas. The no-effect dose for these tumors was less than or
equal to the maximum recommended human dose of risperidone on a mg/m? basis {see risperidone package
insert). An increase in mammary, pituitary, and endocrine pancreas neoplasms has been found in rodents after
chronic administration of other antipsychotic drugs and is considered to be mediated by prolonged dopamine D,
antagonism and hypesprolactinemia. The relevanice of these tumor findings in rodents in terms of human risk is
unknown {see PRECAUTIONS: General: Hypemrolactinemia). Mutagenesis: No evidence of genotoxic potential
for paliperidone was found in the Ames reverse mutation test, the mouse lymphoma assay, or the in vivo rat

been reported in patients treated with all atypical antipsychatics. Patients with an established di of
diabetes mellitus who are started on atypical antipsychotics should be monitored regularly for worsening of
glucose contrel. Patients with risk factors for diabetes melfitus {e.g., obesity, family history of diabetes) who are
starfing treatment with atypical anipsychotics should undergo fasting blood glucose testing at the beginning of

fest. i of Fertifity: In a study of fertility, the percentage of reated female rats that became
pregnant was not affected at oral doses of paliperidone of up to 2.5 mg/kg/day. However, pre- and post-
implantation loss was increased, and the number of live embryos was slightly decreased, at 2.5 mg/kg, a dose that
also caused slight matemal toxicity. These parameters were not affected at a dose of 0.63 mg/kg, which is half of

and periodically during Gastrointestinal: Because the INVEGA™ tablet is non-deformabl

rect ded human dose on a mg/m? basis. The fertility of male rats was not affected at oral

and does not appreciably change in shape in the gastrointestinal tract, INVEGA™ should ordinarily not be
administered to patients with pre-existing severe gastrointestinal narrowing (pathologic or iatrogenic, for example:
esophageal motility disorders, small bowel inflammatory disease, “short gut’ syndrome due to adhesions or
decreased transit fime, past history of peritonitis, cystic fibrosis, chrenic intestinal pseudoobstruction, or Meckef's
diverticulum). There have been rare reports of obstructive symptoms in patients with known stri in

the

doses of paliperidone of up to 2.5 mg/kg/day, although sperm count and sperm viability studies were not
conducted with paliperidone. In a subchronic study in Beagte dogs with which is

to pafiperidone in dogs and humans, afl doses tested {0.31-5.0 mg/kg} resultied in decreases in serum festosterone
and in sperm motlhty and concentration. Serum testosterone and sperm parameters partiafly recovered, but

association with the ingestion of drugs in non-deformable controlled-release formulations. Because of the
controlied-release design of the tablet, INVEGA™ should only be used in patients who are able to swallow the
tablet whole {see PRECAUTIONS: Information for Patients). A decrease in transit time, e.g., as seen with
diarrhea, would be expected to decrease bioavailability and an increase in transit time, e.g., as seen with
gastrointesti diabetic is, o other causes, would be expected to increase bioavailability.
These changes in bloavallabmty are more. likely when the changes in transit time occur in the upper Gl tract.
Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients With Dementia-Related Psychosis:
In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in elderly subjects with dementia, there
was a higher incidence of cerebrovascular adverse events (cerebrovascular accidents and transient ischemic
aftacks} including fatalities compared to plaoebwtreated subjects. INVEGA™ was not marketed at the time these

studies were performed. INVEGA™ is not ap d for the of patients with d -related psychosis

geih a[so)Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related
sychosis

PRECAUTIONS

General: O1 ic H and Sy liperidone can induce orthostatic hypotension and syncope

in some patients because of its alpha blocklng achvoty in pooled resufts of the three placebo-controlled, 6-week,
fixed-dose trials, syncope was reported in 0.8% (7/850) of subjects treated with INVEGA™ (3, 6, 9, 12 mg)
compared fo 0.3% {1/355) of subjects treated with placebo. INVEGA™ should be used with caution in patients with
known cardiovascular disease (e.g., heart failure, history of myocardial infarction or ischemia, conducnon
abnormalities), cerebrovascular disease, or conditions that the patient to hyp ion
hypovolemia, and treatment with antlhypertenswe med[catlons) Monitoring of orthostatic vital S|gns should be
considered in patients who are vulnerable to hypotension. Seizures: Like other antipsychotic drugs, INVEGA™
should be used cautiously in patients with a history of sefzures or other congitions that potemtally lower the seizure
threshold. Hyperprolactinemia: Like other drugs that D, idone elevates
prolactin levels and the elevation persists during chronic administration. Pahpendone has a prolactin-elevating
eﬁect similar to that seen with risperidone, a drug that is iated with higher levels of prolactin than other
tic drugs. Galactorrhea, ia, and i have been reported in pafients

recewfng prolactm eIevatmg compounds. An increase in the incidence of pituitary gland mammary gland, and
cell y aden pitu was observed in
the risp i icity studies d in mice and rats (see PRECAUTIONS: Carcinogenesis,

Mutagenesis, Impa[rmem of Fertility}. Neither clinical studies nor epidemiologic studies conducted to date have
shown an association between chronic administration of this class of drugs and tumorigenesis in humans, but the
available ewdence is too | limited to be conclusrve Dysphagia: Esophageal dysmotiity and aspiration have been

with drug use. ion pneumenia is a common cause of morbidity and mortality in
patients with advanced Alzheimer's dementia. INVEGA™ and other antipsychotic drugs should be used cautiously

d after the last observation (two months after treatment was discontinued). Pregnancy:
Pregnancy Category C: In sfudies in rats and rabbits in which paliperidone was given orally during the period of
organogenesis, there were no increases in fetal abnormalities up to the highest doses tested (10 mgkg/day in rats
and 5 mg/kg/day in rabbits, which are 8 times the maximum recommended human dose on a mg/m? basis). In rat
reproduction studies with risperidone, which is extensively converted to paliperidone in rats and humans, increases
in pup deaths were seen at oral doses which are less than the maximum recommended human dose of risperidone
on a mg/m? basis (see risperidone package insert). Use of first generation antipsychotic drugs during the last
trimester of pregnancy has been associated with extrapyramidal symptoms in the neonate. These symptoms are
usually seff-fimited. It is not known whether paliperidone, when taken near the end of pregnancy, will lead to similar
neonatal signs and symptoms. There are no adequate and well controlled studies of INVEGA™ in pregnant
women. INVEGA™ shoufd be used during pregnancy only if the potential beneftt justifies the potential nsk to the
fetus. Labor and Delivery: The effect of INVEGA™ on labor and delivery in humans is unknown. Nursing
Mothers: In animal studies with paliperidone and in human studies with risperidone, paliperidone was excreted in
the milk. Therefore, women receiving INVEGA™ should not breast-feed infants. Pediatric Use: Safety and
effectiveness of INVEGA™ in patients < 18 years of age have not been established. Geriatric Use: The safety,
tolerability, and efficacy of INVEGA™ were evaluated in a 6-week placebo-controlled study of 114 elderly subjects
with schizophrenia (65 years of age and older, of whom 21 were 75 years of age and oider). In this study, subjects
received flexible doses of INVEGA™ (3 to 12 mg once daily}. In addition, a small number of subjects 65 years of
age and older were included in the 8-week placebo-controfled studies in which adult schizophrenic subjects
received fixed doses of INVEGA™ (3 to 15 mg once daily, see CLINICAL PHARMACOLOGY: Clinical Trials in full
PI). Overall, of the total number of subjects in clinical studies of INVEGA™ (n = 1796), including those who
received INVEGA™ or placebo, 125 (7.0%) were 65 years of age and older and 22 {1.2%) were 75 years of age
and older. No overall differences in safety or effectiveness were observed between these subjects and younger
subjects, and other reported clinical experience has not identified differences in response between the eldery and
younger patients, but greater sensitivity of some older individuals cannot be ruled out. This drug is known to be
substantially excreted by the kidney and clearance is decreased in patients with moderate to severe renal
impaiment {see CLINICAL PHARMACOLOGY: Pharmacokinetics: Special Populations: Renal impairment in full
P1), who should be given reduced doses. Because elderly patients are more likely to have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor renal function (see DOSAGE AND
ADMINISTRATION: Dosing in Special Populations in full P1).

ADVERSE REACTIONS

The information below is derived from a clinical trial database for INVEGA™ consisting of 2720 patients and/or
normal subjects exposed to one or more doses of INVEGA™ for the treatment of schizophrenia. Of these 2720
patients, 2054 were patients who received INVEGA™ while participating in multiple dose, effectiveness trials. The
conditions and duration of freatment with INVEGA™ varied greatly and included (in overiapping categories) open-
label and double-blind phases of studies, inpatients and outpatients, fixed-dose and flexible-dose studies, and



short-term and longer-term exposure. Adverse events were assessed by collecting adverse events and performing
physical examinations, vital signs, weights, laboratory analyses and ECGs. Adverse events during exposure were
obtained by general inquiry and recorded by clinical investigators using their own terminology. Consequently, to
provide a meaningful estimate of the proportion of individuals experiencing adverse events, events were grouped
in standardized categories using MedDRA terminology. The stated frequencies of adverse events represent the
proportions of individuals who experienced a treatment-emergent adverse event of the type listed. An event was
considered treatment emergent if it occurred for the first time or worsened while receiving therapy following
baseline evaluation. Adverse Events Observed in Short-Term, Placebo-Controlled Trials of Subjects with
Schizophrenia The information presented in these sections were derived from pooled data from the three
placebo-controlled, 6-week, fixed-dose studies based on subjects with schizophrenia who received INVEGA™ at
daily doses within the recommended range of 3 to 12 mg (n = 850). Adverse Events Occurring at an Incidence of
2% or More Among INVEGA™-Treated Patients with Schizophrenia and More Frequent on Drug than Placebo
Table 1 enumerates the pooled incidences of treatment-emergent adverse events that were spontaneously
reported in the three placebo-controlled, 6-week, fixed-dose studies, listing those events that occurred in 2% or
more of subjects treated with INVEGA™ in any of the dose groups, and for which the incidence in INVEGA™-
treated subjects in any of the dose groups was greater than the incidence in subjects treated with placebo.
Treatment-Emergent Adverse Events in Short-Term, Fixed-Dose,Placebo-Controlled Trials in Adult
Subjects with Schizophrenia.* Body System or Organ Class (Dictionary-derived Term) Percentage of Patients
Reporting Event INVEGA™ Placebo (N=355) first, INVEGA™ dosage once daily 3 mg (N=127) second, 6 mg
N=235) third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, Total no. subjects with adverse events 66, 72, 66, 70,
76; Cardiac disorders: Atrioventricular block first degree 1, 2, 0, 2, 1; Bundle branch block 2, 3, 1, 3, <1; Sinus
arrhythmia 0, 2, 1, 1, <1; Tachycardia 7, 14, 12, 12, 14; Eye disorders: Vision blurred 1, 1, <1, 0, 2;
Gastrointestinal disorders: Abdominal pain upper 1, 1, 3, 2, 2; Dry mouth 1, 2, 3, 1, 3; Dyspepsia 4, 2, 3, 2, 5;
Nausea 5, 6, 4, 4, 4; Salivary hypersecretion <1, 0, <1, 1, 4; General disorders: Asthenia 1, 2, <1, 2, 2; Fatigue 1,
2,1,2,2; Pyrexia 1, 1, <1, 2, 2; Investigations: Blood insulin increased 1, 2, 1, 1, <1; Blood pressure increased
1,2,<1, <1, 1; Electrocardlogram QT corrected interval prolonged 3, 3 4, 3 5 Electrocard\ogram T wave
abnormal 1,2,1,2,1; | and ive tissue disorders: Back pain 1, 1, 1, 1, 2; Pain in
extremity 1, 0 1, 0 2 Nervous system disorders: Akathisia 4, 4, 3, 8, 10; Dizziness 4, 6, 5, 4, 5; Dystonla 1,1,
1,5,4; Extrapyramldal disorder 2,5, 2, 7, 7; Headache 12, 11, 12, 14, 14; Hypertonia 1, 2, 1, 4, 3; Parkinsonism 0,
0 <1,2,1; Somnolence 7,6,9, 10 11; Tremor 3, 3, 3, 4, 3; Psychiatric disorders: Anxiety 8, 9, 7, 6, 5;

inal disorders: Cough 1,38, 2,3, 2; Vascular disorders: Orthostatic
hypotensmn 1 2, 1,2, 4 "Table includes adverse events that were reported in 2% or more of subjects in any of
the INVEGA™ dose groups and which occurred at greater incidence than in the placebo group. Data are pooled
from three studies; one included once-daily INVEGA™ doses of 3 and 9 mg, the second study included 6, 9, and
12 mg, and the third study included 6 and 12 mg (see CLINICAL PHARMACOLOGY: Clinical Trials in full PI).
Events for which the INVEGA™ incidence was equal to or less than placebo are not listed in the table, but included
the following: constipation, diarrhea, vomiting, nasopharyngitis, agitation, and insomnia. Dose-Related Adverse
Events in Clinical Trials: Based on the pooled data from the three placebo-controlled, 6-week, fixed-dose
studies, adverse events that occurred with a greater than 2% incidence in the subjects treated with INVEGA™, the
incidences of the following adverse events increased with dose: somnolence, orthostatic hypotension, salivary
hypersecretion, akathisia, dystonia, extrapyramidal disorder, hypertonia and Parkinsonism. For most of these, the
increased incidence was seen primarily at the 12 mg, and in some cases the 9 mg dose. Common and Drug-
Related Adverse Events in Clinical Trials Adverse events reported in 5% or more of subjects treated with
INVEGA™ and at least twice the placebo rate for at least one dose included: akathisia and extrapyramidal
disorder. Extrapyramidal Symptoms (EPS) in Clinical Trials: Pooled data from the three placebo-controlled, 6-
week, fixed-dose studies provided information regarding treatment-emergent EPS. Several methods were used to
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Brief Summary of Full Prescribing Information for Schizophrenia and Bipolar Mania. CLINICAL STUDIES
FOR OTHER INDICATIONS WILL HAVE DIFFERING ADVERSE EVENTS AND SAFETY CONCERNS.
PLEASE SEE FULL PI FOR THIS INFORMATION REGARDING RISPERDAL® FOR AUTISM.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patlents with dementia- related psych05|s treated with atypical antipsychotic drugs are at an
i risk of death i to placebo. Anal lacebo lled trials (modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between
1.6 to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10 week controlled
trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (e.g, heart failure, sudden death) or infectious (e.9., pneumonia) in nature. RISPERDAL®
(risperidone) is not approved for the of patients with Dementia-Related Psychosis.

INDICATIONS AND USAGE: RISPERDAL® (risperidone) is indicated for the treatment of schizophrenia. Monotherapy:
RISPERDAL® is indicated for the short-term treatment of acute manic or mixed episodes associated with Bipolar |
Disorder. Combination Therapy: The combination of RISPERDAL® with lithium or valproate is indicated for the short-
term treatment of acute manic or mixed episodes associated with Bipolar | Disorder.
CONTRAINDICATIONS: RISPERDAL® (risperidone) is contraindicated in patients with a known hypersensitivity to
the product.
WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with
dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
compared to placebo. RISPERDAL® (risperidone) is not approved for the treatment of dementia-related
psychosis (see Boxed ing) ptic Malignant Sy (NMS): A potentially fatal symptom complex
imes referred to as ptic Malignant Syndrome (NMS) has been reported with antipsychotic drugs. Clinical
ons of NMS are h ia, muscle rigidity, altered mental status, and evidence of autonomic instability.
Other signs may include elevated creatinine phosphokinase, myoglobinuria (thabdomyolysis), and acute renal failure.
Management should include: discontinuation of the antipsychotic and other drugs not essential to therapy; intensive
symptomatic treatment and medical monitoring; and treatment of other serious medical problems. If a patient requires
antipsychotic drugs after recovery from NMS, the reintroduction of drug therapy should be carefully considered. The
patient should be carefully monitored, since recurrences have been reported. Tardive Dyskinesia: A syndrome of
potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. The
risk of developing and likelihood that it will become irreversible are believed to increase with the duration of treatment
and the total cumulative dose. However, tardive dyskinesia can develop, after brief treatment periods at low doses.
There is no known treatment for established cases of tardive dyskinesia, although it may remit, partially or completely, if
the antipsychotic is withdrawn. Prescribing should be in @ manner to minimize the occurrence. In patients who require
chronic treatment, the smallest dose and the shortest duration of treatment producing a satisfactory clinical response
should be sought. The need for continued treatment should be reassessed periodically. If signs and symptoms should
appear drug discontinuation should be considered. Cerebrovascular Adverse Events, Including Stroke, in Elderly
Patients With Dementia-Related Psychosis: Cerebrovascular adverse events (e.g., stroke, transient ischemic attack),
including fatalities, were reported in patients (mean age 85 years; range 73-97) in trials of risperidone in elderly patients

measure EPS: (1) the Simpson-Angus global score (mean change from baseline) which broadly evaluat

Parkinsonism, (2) the Barnes Akathisia Rating Scale global clinical rating score (mean change from baseline)
which evaluates akathisia, (3) use of anticholinergic medications to treat emergent EPS, and (4) incidence of
spontaneous reports of EPS. For the Simpson-Angus Scale, spontaneous EPS reports and use of anticholinergic
medications, there was a dose-related increase observed for the 9 mg and 12 mg doses. There was no difference
observed between placebo and INVEGA™ 3 mg and 6 mg doses for any of these EPS measures. Percentage of
Patients INVEGA™ Placebo (N=355) first, INVEGA™ dosage once daily 3 mg (N=127) second, 6 mg N=235)
third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, EPS Group: Parkinsonism ¢ 9, 11, 3, 15, 14; Akathisia ® 6, 6, 4, 7,
9; Use of anticholinergic medications ¢ 10, 10, 9, 22, 22: & For Parkinsonism, percent of patients with Simpson-
Angus global score > 0.3 (Global score defined as total sum of items score divided by the number of items). ®: For
Akathisia, percent of patients with Bamnes Akathisia Rating Scale global score > 2. © Percent of patients who
received anticholinergic medications to treat emergent EPS. Percentage of Patients INVEGA™ Placebo (N=355)
first, INVEGA™ dosage once daily 3 mg (N=127) second, 6 mg N=235) third, 9 mg (N=246) fourth, 12 mg (N=242)
fifth, EPS Group: Overall percentage of patients with EPS-related AE 11.0, 12.6, 10.2, 25.2, 26.0; Dyskinesia 3.4,
4.7,26,7.7, 8.7, Dystonia 1.1, 0.8, 1.3, 5.3, 4.5; Hyperkinesia 3.9, 3.9, 3.0, 8.1, 9.9; Parkinsonism 2.3, 3.1, 2.6,
7.3, 6.2; Tremor 3.4, 3.1, 2.6, 4.5, 3.3: Dyskinesia group includes: Dyskinesia, Extrapyramidal disorder, Muscle
twitching, Tardive dyskinesia Dystonia group includes: Dystonia, Muscle spasms, Oculogyration, Trismus.
Hyperkinesia group includes: Akathisia, Hyperkinesia. Parkinsonism group includes: Bradykinesia, Cogwheel
rigidity, Drooling, Hypertonia, Hypokmesm Muscle ngldny, Musculoskeletal stiffness, Parklnsomsm Tremor group
includes: Tremor. Adverse Events A h Di of Ti inC lled Clinical
Studies: Overall, there was no difference in the mmdence of discontinuation due to adverse events between
INVEGA™-treated (5%) and placebo-treated (5%) subjects. The types of adverse events that led to
discontinuation were similar for the INVEGA™-and placebo-treated subjects, except for Nervous System
Disorders events which were more common among INVEGA™-treated subjects than placebo-treated subjects
(2% and 0%, respectively), and Psychiatric Disorders events which were more common among placebo-treated
subjects than INVEGA™-treated subjects (3% and 1%, respectively). Demographic Differences in Adverse
Reactions in Clinical Trials: An examination of population subgroups in the three placebo-controlled, 6-week,
fixed-dose studies did not reveal any evidence of differences in safety on the basis of age, gender or race (see
PRECAUTIONS: Geriatric Use). Laboratory Test Abnormalities in Clinical Trials: In the pooled data from the
three placebo-controlled, 6-week, fixed-dose studies, between-group comparisons revealed no medically
important differences between INVEGA™ and placebo in the proportions of subjects experiencing potentially
clinically significant changes in routine hematology, urinalysis, or serum chemistry, including mean changes from
baseline in fasting glucose, insulin, c-peptide, triglyceride, HDL, LDL, and total cholesterol measurements.
Similarly, there were no differences between INVEGA™ and placebo in the incidence of discontinuations due to
changes in hematology, urinalysis, or serum chemistry. However, INVEGA™ was associated with increases in
serum prolactin (see PRECAUTIONS: General: Hyperprolactinemia). Weight Gain in Clinical Trials: In the
pooled data from the three placebo-controlled, 6-week, fixed-dose studies, the proportions of subjects having a
weight gain of > 7% of body weight were similar for INVEGA™ 3 mg and 6 mg (7% and 6%, respectively) and
placebo (5%), but there was a higher incidence of weight gain for INVEGA™ 9 mg and 12 mg (9% and 9%,
respectively). Other Events Observed During the Premarketing Evaluation of INVEGA™: The following list
contains all serious and non-serious treatment-emergent adverse events reported at any time by individuals taking
INVEGA™ during any phase of a trial within the premarketing database (n = 2720), except (1) those listed in Table
1 above or elsewhere in labeling, (2) those for which a causal relationship to INVEGA™ use was considered
remote, and (3) those occurring in only one subject treated with INVEGA™ and that were not acutely life-
threatening. Events are classified within body system categories using the following definitions: very frequent
adverse events are defined as those occurring on one or more occasions in at least 1/10 subjects, frequent
adverse events are defined as those occurring on one or more occasions in at least 1/100 subjects, infrequent
adverse events are those occurring on one or more occasions in 1/100 to 1/1000 subjects, and rare events are
those occurring on one or more occasions in less than 1/1000 subjects. Blood and Lymphatic System

with d related psychosis. In placebo-controlled trials, there was a significantly higher incidence of
cerebrovascular adverse events in patients treated with risperidone compared to patients treated with placebo.
RISPERDAL® is not approved for the treatment of patients with dementia-related psychosis. (See also Boxed
WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis.)
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics including RISPERDAL®.
Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should be
monitored regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family
history of diabetes) who are starting treatment with atypical antipsychotics should undergo fasting blood glucose testing
at the beginning of treatment and periodically during treatment.

PRECAUTIONS: General: Orthostatic Hypotension: RISPERDAL® (risperidone) may induce orthostatic hypotension
associated with dizziness, tachycardia, and in some patients, syncope, especially during the initial dose-titration period,
probably reflecting its alpha-adrenergic antagonistic properties. Syncope was reported in 0.2% (6/2607) of
RISPERDAL®-treated patients in Phase 2 and 3 studies. The risk of orthostatic hypotension and syncope may be
minimized by limiting the initial dose to 2 mg total (either QD or 1 mg BID) in normal adults and 0.5 mg BID in the elderly
and patients with renal or hepatic impairment (see DOSAGE AND ADMINISTRATION in full PI). Monitoring of
orthostatic vital signs should be considered in patients for whom this is of concern. A dose reduction should be
considered if hypotension occurs. RISPERDAL® should be used with particular caution in patients with known
cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or conduction abnormalities),
cerebrovascular disease, and conditions which would predispose patients to hypotension, e.g., dehydration and
hypovolemia. Clinically significant hypotension has been observed with concomitant use of RISPERDAL® and
antihypertensive medication. Seizures: RISPERDAL® should be used cautiously in patients with a history of seizures.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration
pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer's dementia.
RISPERDAL® and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia. (See
also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis.)
Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, risperidone elevates prolactin levels
and the elevation persists during chronic administration. Risperidone is associated with higher levels of prolactin
elevation than other antipsychotic agents. Galactorrhea, amenorrhea, gynecomastia, and impotence have been
reported in patients receiving prolactin-elevating compounds. An increase in pituitary gland, mammary gland, and
pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary and pancreatic adenomas) was observed in the
risperidone carcinogenicity studies conducted in mice and rats (see PRECAUTIONS - Carcinogenesis, Mutagenesis,
Impairment of Fertility). Neither clinical studies nor epidemiologic studies conducted to date have shown an association
between chronic administration of this class of drugs and tumorigenesis in humans; the available evidence is
considered too limited to be conclusive at this time. Potential for Cognitive and Motor Impairment: Somnolence was
a commonly reported adverse event associated with RISPERDAL® treatment, especially when ascertained by direct
questioning of patients. This adverse event is dose-related. Patients should be cautioned about operating hazardous
machinery, including automobiles, until they are reasonably certain that RISPERDAL® therapy does not affect them
adversely. Priapism: Rare cases of priapism have been reported. Thrombotic Thrombocytopenic Purpura (TTP): A
single case of TTP was reported in a 28 year-old female patient receiving RISPERDAL® in a large, open premarketing
experience (approximately 1300 patients). She experienced jaundice, fever, and bruising, but eventually recovered after
receiving plasmapheresis. The relationship to RISPERDAL® therapy is unknown. Antiemetic Effect: Risperidone has
an antiemetic effect in animals; this effect may also occur in humans, and may mask signs and symptoms of
overdosage with certain drugs or of conditions such as intestinal obstruction, Reye's syndrome, and brain tumor. Body
Temperature Regulation: Disruption of body temperature regulation has been attributed to antipsychotic agents.
Caution is advised when prescribing for patients who will be exposed to temperature extremes. Suicide: The possibility
of a suicide attempt is inherent in patients with schizophrenia and bipolar mania, including children and adolescent
patients, and close supervision of high-risk patients should accompany drug therapy. Use in Patients With

Disorders: rare: thrombocytopenia; Cardiac Disorders: frequent: palpitations; infrequent: bradycardia;
Gastrointestinal Disorders: frequent: abdominal pain; infrequent. swollen tongue; General Disorders:
infrequent: edema; Immune Disorder: rare: anaphylactic reaction; Nervous System Disorders: rare:
coordination abnormal; Psychiatric Disorders: infrequent. confusional state; Respiratory, Thoracic and
Mediastinal Disorders: frequent: dyspnea; rare: pulmonary embolus; Vascular Disorders: rare: ischemia,
venous thrombosis; Adverse Events Reported With Risperidone; Paliperidone is the major active metabolite of
risperidone. Adverse events reported with risperidone can be found in the ADVERSE REACTIONS section of the
risperidone package insert.

DRUG ABUSE AND DEPENDENCE

Controlled Substance: INVEGA™ (paliperidone) is not a controlled substance.

For more information on symp and of ge, see full Prescribing Information.
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lliness: Clinical experience with RISPERDAL® in patients with certain concomitant systemic illnesses is
limited. Patients with Parkinson’s Disease or Dementia with Lewy Bodies who receive antipsychotics, including
RISPERDALS, are reported to have an increased sensitivity to antipsychotic medications. Manifestations of this
increased sensitivity have been reported to include confusion, obtundation, postura\ instability with frequent falls,
extrapyramidal symptoms, and clinical features consi with the syndrome. Caution is
advisable in using RISPERDAL® in patients with diseases or conditions that could affect metabolism or hemodynamic
responses. Increased plasma concentrations of risperidone and 9-hydroxyrisperidone occur in patients with severe
renal impairment and in patients with severe hepatic impairment. A lower starting dose should be used in such patients.
Information for Patients: Physicians are advised to discuss the following issues with patients for whom they prescribe
RISPERDAL®: Orthostatic Hypotension: Patients should be advised of the risk of orthostatic hypotension, especially
during the period of initial dose titration. Interference With Cognitive and Motor Performance: Since RISPERDAL®
has the potential to impair judgment, thinking, or motor skills, patients should be cautioned about operating hazardous
machinery, including automobiles, until they are reasonably certain that RISPERDAL® therapy does not affect them
adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend to become
pregnant during therapy. Nursing: Patients should be advised not to breast-feed an infant if they are taking
RISPERDAL®. Concomitant Medication: Patients should be advised to inform their physicians if they are taking, or
plan to take, any prescription or over-the-counter drugs, since there is a potential for interactions. Alcohol: Patients
should be advised to avoid alcohol while taking RISPERDAL®. F lalanine is a comp of
aspartame. Each 4 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0. 84 mg phenylalanine; each 3 mg
RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.63 mg phenylalaning; each 2 mg RISPERDAL® M-TAB®
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Orally Disintegrating Tablet contains 0.42 mg phenylalanine; each 1 mg RISPERDAL® M-TAB® Orally Disintegrating
Tablet contalns 0.28 mg phenylalanlne and each 0.5 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains
0.14 mg phenylalanine. Drug | : The i ions of RISPERDAL® and other drugs have not been
systematically evaluated. Given the primary CNS effects of risperidone, caution should be used when RISPERDAL® is
taken in combination with other centrally acting drugs and alcohol. Because of its potential for inducing hypotension,
RISPERDAL® may enhance the hypotensive effects of other therapeutic agents with this potential. RISPERDAL® may
antagonize the effects of levodopa and dopamine agonists. Chronic administration of clozapine with risperidone may
decrease the clearance of risperidone. Carbamazepine and Other Enzyme Inducers: In a drug interaction study in
schizophrenic patients, 11 subjects received risperidone titrated to 6 mg/day for 3 weeks, followed by concurrent
administration of carbamazepine for an additional 3 weeks. During co-admil the plasma conc of
risperidone and its pharmacologically active metabolite, 9-hydroxyrisperidone, were decreased by about 50%. Plasma
concentrations of carbamazepine did not appear to be affected. The dose of risperidone may need to be titrated
accordingly for patients receiving carbamazepine, particularly during initiation or discontinuation of carbamazepine
therapy. Co-administration of other known enzyme inducers (e.g., phenytoin, rifampin, and phenobarbital) with
risperidone may cause similar decreases in the combined plasma concentrations of risperidone and
9-hydroxyrisperidone, which could lead to decreased efficacy of risperidone treatment. Fluoxetine and Paroxetine:
Fluoxetine (20 mg QD) and paroxetine (20 mg QD) have been shown to increase the plasma concentration of
rlspendone 2.5+ 28 Io\d and 3-9 fold respectively. Fluoxetine dld not affect the plasma concentration of

isperidone. P: ine lowered the ion of 9-hy peridone by about 10%. When either
concom\tant fluoxetine or paroxetine is initiated or discontinued, the physician should re-evaluate the dosing of
RISPERDAL® The effects of discontinuation of concomitant fluoxeine or paroxetine therapy on the pharmacokinetics of

and 9-hydi peridone have not been studied. Lithium: Repeated oral doses of risperidone (3 mg BID)
did not affect the exposure (AUC) or peak plasma concentrations (C,,) of lithium (n=13). Valproate: Repeated oral
doses of risperidone (4 mg QD) did not affect the pre-dose or average plasma concentrations and exposure (AUC) of
valproate (1000 mg/day in three divided doses) compared to placebo (n=21). However, there was a 20% increase in
valproate peak plasma concentration (C,,,,) after concomitant administration of risperidone. Digoxin: RISPERDAL®
(0.25 mg BID) did not show a clinically relevant effect on the pharmacokinetics of digoxin. Drugs That Inhibit CYP 2D6
and Other CYP Isozymes: Risperidone is metabolized to 9-hydroxyrisperidone by CYP 2D6, an enzyme that is
polymorphic in the population and that can be inhibited by a variety of psychotropic and other drugs (see CLINICAL
PHARMACOLOGY in full PI). Drug interactions that reduce the metabolism of risperidone to 9 hydroxyr\spemdone
would increase the plasma concentrations of risperidone and lower the cc ons of 9-hydroxyrisp e.
Analysis of clinical studies involving a modest number of poor metabolizers (n=70) does not suggest that poor and
extensive metabolizers have different rates of adverse effects. No comparison of effectiveness in the two groups has
been made. In vitro studies showed that drugs metabolized by other CYP isozymes, including 1A1, 1A2, 2C9, 2C19,
and 3A4, are only weak inhibitors of risperidone metabolism. There were no significant interactions between risperidone
and erythromycin (see CLINICAL PHARMACOLOGY in full PI). Drugs Metabolized by CYP 2D6: In vitro studies
indicate that risperidone is a relatively weak inhibitor of CYP 2D6. Therefore, RISPERDAL® is not expected to
substantially inhibit the clearance of drugs that are metabolized by this enzymatic pathway. In drug interaction studies,
risperidone did not significantly affect the pharmacokinetics of donepezil and galantamine, which are metabolized by
CYP 2D6. Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were
conducted in Swiss albino mice and Wistar rats. Risperidone was administered in the diet at doses of 0.63, 2.5, and
10 mg/kg for 18 months to mice and for 25 months to rats. These doses are equivalent to 2.4, 9.4, and 37.5 times the
maximum recommended human dose (MRHD) for schizophrenia (16 mg/day) on a mg/kg basis or 0.2, 0.75, and 3
times the MRHD (mice) or 0.4, 1.5, and 6 times the MRHD (rats) on a mg/m? basis. A maximum tolerated dose was not
achieved in male mice. There were statistically significant increases in pituitary gland adenomas, endocrine pancreas
adenomas, and mammary gland adenocarcinomas. These findings are considered to be prolactin-mediated. The
relevance for human risk of the findings of pro\actln mediated endocrine tumors in rodents is unknown (see
PRECAUTIONS, General - Hyperprol No evidence of potential for risperidone was
found. Impairment of Fertility: Risperidone (0.16 to 5 mg/kg) was shown to impair mating, but not fertility, in Wistar
rats in three reproductive studies at doses 0.1 to 3 times the maximum recommended human dose (MRHD) on a mg/m?
basis. Pregnancy: Pregnancy Category C: The teratogenic potential of risperidone was studied in three Segment Il
studies in Sprague-Dawley and Wistar rats (0.63-10 mg/kg or 0.4 to 6 times the maximum recommended human dose
[MRHD] on a mg/m? basis) and in one Segment I study in New Zealand rabbits (0.31-5 mg/kg or 0.4 to 6 times the
MRHD on a mg/m? basis). The incidence of malformations was not increased compared to control in offspring of rats or
rabbits given 0.4 to 6 times the MRHD on a mg/m? basis. In three reproductive studies in rats (two Segment Ill and a
multigenerational study), there was an increase in pup deaths during the first 4 days of lactation at doses of 0.16-5 mg/kg
or 0.1 to 3 times the MRHD on a mg/m? basis. It is not known whether these deaths were due to a direct effect on the
fetuses or pups or to effects on the dams. There was no no-effect dose for increased rat pup mortality. In one Segment
III'study, there was an increase in stilloomn rat pups at a dose of 2.5 mg/kg or 1.5 times the MRHD on a mg/m? basis. In
a cross-fostering study in Wistar rats, toxic effects on the fetus or pups, as evidenced by a decrease in the number of
live pups and an increase in the number of dead pups at birth (Day 0), and a decrease in birth weight in pups of drug-
treated dams were observed. In addition, there was an increase in deaths by Day 1 among pups of drug-treated dams,
regardless of whether or not the pups were cross-fostered. Risperidone also appeared to impair maternal behavior in
that pup body weight gain and survival (from Day 1 to 4 of lactation) were reduced in pups born to control but reared by
drug-treated dams. These effects were all noted at the one dose of risperidone tested, i.e., 5 mg/kg or 3 times the
MRHD on a mg/m? basis. Placental transfer of risperidone occurs in rat pups. There are no adequate and well-
controlled studies in pregnant women. However, there was one report of a case of agenesis of the corpus callosum in
an infant exposed to risperidone in utero. The causal relationship to RISPERDAL® therapy is unknown. Reversible
extrapyramidal symptoms in the neonate were observed following postmarketing use of risperidone during the last
trimester of pregnancy. RISPERDAL® should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Labor and Delivery: The effect of RISPERDAL® on labor and delivery in humans is unknown. Nursing
Mothers: In animal studies, risperidone and 9-hydroxyrisperidone are excreted in milk. Risperidone and
9-hydroxyrisperidone are also excreted in human breast milk. Therefore, women receiving risperidone should not
breast-feed. Pediatric Use: The safety and effectiveness of RISPERDAL® in pediatric patients with schizophrenia or
bipolar mania have not been established. Tardive Dyskinesia: In clinical trials in 1885 children and adolescents with
autistic disorder or other psychiatric disorders treated with risperidone, 2 (0.1%) patients were reported to have tardive
dyskinesia, which resolved on discontinuation of risperidone treatment (see WARNINGS — Tardive Dyskinesia). Weight
Gain: In long-term, open-label trials (studies in patients with autistic disorder or other psychiatric disorders), a mean
increase of 7.5 kg after 12 months of RISPERDAL® treatment was observed, which was higher than the expected
normal weight gain (approximately 3 to 3.5 kg per year adjusted for age, based on Centers for Disease Control and
Prevention normative data). The majority of that increase occurred within the first 6 months of exposure to
RISPERDAL®. The average percentiles at baseline and 12 months, respectively, were 49 and 60 for weight, 48 and 53
for height, and 50 and 62 for body mass index. When treating patients with RISPERDAL®, weight gain should be
assessed against that expected with normal growth. (See also ADVERSE REACTIONS.) Somnolence: Somnolence
was frequently observed in placebo-controlled clinical trials of pediatric patients with autistic disorder. Most cases were
mild or moderate in severity. These events were most often of early onset with peak incidence occurring during the first
two weeks of treatment, and transient with a median duration of 16 days. (See also ADVERSE REACTIONS.) Patients
experiencing persistent somnolence may benefit from a change in dosing regimen. Hyperprolactinemia, Growth, and
Sexual Maturation: Risperidone has been shown to elevate prolactin levels in children and adolescents as well as in
adults (see PRECAUTIONS - Hyperprolactinemia). In double-blind, placebo-controlled studies of up to 8 weeks duration
in children and adolescents (aged 5 to 17 years), 49% of patients who received risperidone had elevated prolactin
levels compared to 2% of patients who received placebo. In clinical trials in 1885 children and adolescents with autistic
disorder or other psychiatric disorders treated with risperidone, galactorrhea was reported in 0.8% of risperidone-treated
patients and gynecomastia was reported in 2.3% of risperidone-treated patients. The long-term effects of risperidone on
growth and sexual maturation have not been fully evaluated. Geriatric Use: Clinical studies of RISPERDAL® in the
treatment of schizophrenia did not include sufficient numbers of patients aged 65 and over to determine whether or not
they respond differently than younger patients. Other reported clinical experience has not identified differences in
responses between elderly and younger patients. In general, a lower starting dose is recommended for an elderly
patient, reflecting a decreased pharmacokinetic clearance in the elderly, as well as a greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy (see CLINICAL PHARMACOLOGY
and DOSAGE AND ADMINISTRATION in full Pl). While elderly patients exhibit a greater tendency to orthostatic
hypotension, its risk in the elderly may be minimized by limiting the initial dose to 0.5 mg BID followed by careful titration
(see PRECAUTIONS). Monitoring of orthostatic vital signs should be considered in patients for whom this is of concem.
This drug is substantially excreted by the kidneys, and the risk of toxic reactions to this drug may be greater in patients
with impaired renal function. Because elderly patients are more likely to have decreased renal function, care should be
taken in dose selection, and it may be useful to monitor renal function (see DOSAGE AND ADMINISTRATION in full
PI). Concomitant use with Furosemide in Elderly Patients with Dementia-Related Psychosis: In placebo-
controlled trials in elderly patients with dementia-related psychosis, a higher incidence of mortality was observed in
patients treated with furosemide plus risperidone when compared to patients treated with risperidone alone or with
placebo plus furosemide. No pathological mechanism has been identified to explain this finding, and no consistent
pattern for cause of death was observed. An increase of mortality in elderly patients with dementia-related psychosis
was seen with the use of RISPERDAL® regardless of itant use with f ide. RISPERDAL® is not approved
for the treatment of patients with dementia-related psychosis. (See Boxed WARNING, WARNINGS: Increased
Mortality in Elderly Patients with Dementia-Related Psychosis.)
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ADVERSE REACTIONS: Associated With Discontinuation of Treatment: Bipolar Mania: In the US placebo-
controlled trial with risperidone as monotherapy, approximately 8% (10/134) of RISPERDAL®-treated patients
discontinued treatment due to an adverse event, compared with approximately 6% (7/125) of placebo-treated patients.
The adverse events associated with discontinuation and considered to be possibly, probably, or very likely drug-related
included paroniria, somnolence, dizziness, extrapyramidal disorder, and muscle contractions involuntary. Each of these
events occurred in one RISPERDAL®-treated patient (0.7%) and in no placebo-treated patients (0%). In the US placebo-
controlled trial with risperidone as adjunctive therapy to mood stabilizers, there was no overall difference in the incidence
of discontinuation due to adverse events (4% for RISPERDAL® vs. 4% for placebo). Incidence in Controlled Trials:
Commonly Observed Adverse Events in Controlled Clinical Trials: Bipolar Mania: In the US placebo-controlled trial
with risperidone as monotherapy, the most commonly observed adverse events associated with the use of RISPERDAL®
(incidence of 5% or greater and at least twice that of placebo) were somnolence, dystonia, akathisia, dyspepsia, nausea,
parkinsonism, vision abnormal, and saliva increased. In the US placebo-controlled trial with risperidone as adjunctive
therapy to mood stabilizers, the most commonly observed adverse events associated with the use of RISPERDAL® were
somnolence, dizziness, parkinsonism, saliva increased, akathisia, abdominal pain, and urinary incontinence. Adverse
Events Occurring at an Incidence of 2% or More Among RISPERDALS-Treated Patients - Bipolar Mania: Adverse events
that occurred at an incidence of 2% or more, and were more frequent among patients treated with flexible doses of
RISPERDAL® (1-6 mg daily as monotherapy and as adjunctive therapy to mood stabilizers, respectively) than among
patients treated with placebo. Reported adverse events were classified using the World Health Organization preferred
terms. Incidence of Treatment-Emergent Adverse Events in a 3-Week, Placebo-Controlled Trial-Monotherapy in Bipolar
Mania. Body System/Preferred Term: Central & peripheral nervous system: Dystonia, Akathisia, Dizziness,
Parkinsonism, Hypoaesthesia Psychiatric: Somnolence, Agitation, Manic reaction, Anxiety, Concentration impaired
Gastrointestinal system: Dyspepsia, Nausea, Saliva increased, Mouth dry Body as a whole - general: Pain, Fatigue,
Injury Respiratory system: Sinusitis, Rhinitis, Coughing Skin and appendages: Acne, Pruritus Musculo-Skeletal:
Myalgia, Skeletal pain Metabolic and nutritional: Weight increase Vision disorders: Vision abnormal Cardiovascular,
general: Hypertension, Hypotension Heart rate and rhythm: Tachycardia. Incidence of Treatment-Emergent Adverse
Events in a 3-Week, Placebo-Controlled Trial - Adjunctive Therapy in Bipolar Mania. Body System/Preferred Term:
Gastrointestinal system: Saliva increased, Diarrhea, Abdominal pain, Constipation, Mouth dry, Tooth ache, Tooth
disorder Central & peripheral nervous system: Dizziness, Parkinsonism, Akathisia, Dystonia Psychiatric:
Somnolence, Anxiety, Confusion Respiratory system: Rhinitis, Pharyngitis, Coughing Body as a whole - general:
Asthenia Urinary system: Urinary incontinence Heart rate and rhythm: Tachycardia Metabolic and nutritional: Weight
increase Skin and appendages: Rash. Dose Dependency of Adverse Events: Data from two fixed-dose trials
provided evidence of dose-relatedness for extrapyramidal symptoms associated with risperidone treatment. These
symptoms include: sleepiness, increased duration of sleep, accommodation disturbances, orthostatic dizziness, palpita-
tions, weight gain, erectile dysfunction, ejaculatory dysfunction, orgastic dysfunction, asthenia/lassitude/increased
fatigability, and increased pigmentation. Vital Sign Changes: RISPERDAL® is associated with orthostatic hypotension
and tachycardia (see PRECAUTIONS). Weight Changes: A statistically significantly greater incidence of weight gain for
RISPERDAL® (18%) compared to placebo (9%). Laboratory Changes: A between-group comparison for 6- to 8-week
placebo-controlled trials revealed no statistically significant RISPERDAL®/placebo differences in the proportions of
patients experiencing potentially important changes in routine serum chemistry, hematology, or urinalysis parameters.
Similarly, there were no RISPERDAL®/placebo differences in the incidence of discontinuations for changes in serum
chemistry, hematology, or urinalysis. However, RISPERDAL® administration was associated with increases in serum
prolactin (see PRECAUTIONS). ECG Changes: Between-group comparisons for pooled placebo-controlled trials
revealed no statistically significant differences between risperidone and placebo in mean changes from baseline in ECG
parameters, including QT, QTc, and PR intervals, and heart rate. When all RISPERDAL® doses were pooled from
randomized controlled trials in several indications, there was a mean increase in heart rate of 1 beat per minute
compared to no change for placebo patients. In short-term schizophrenia trials, higher doses of risperidone (8-16 mg/day)
were associated with a higher mean increase in heart rate compared to placebo (4-6 beats per minute). Adverse Events
and Other Safety Measures in Pediatric Patients With Autistic Disorder: In the two 8-week, placebo-controlled trials
in pediatric patients treated for irritability associated with autistic disorder (n=156), two patients (one treated with
RISPERDAL® and one treated with placebo) discontinued treatment due to an adverse event. Incidence of Treatment-
Emergent Adverse Events in Two 8-Week, Placebo-Controlled Trials in Pediatric Patients with Autistic Disorder. Body
System Preferred Term: Psychiatric: Somnolence, Appetite i i, Confusion Saliva increased,
Constipation, Dry mouth Body as a whole - general: Fatigue Central & peripheral nervous system: Tremor, Dystonia,
Dizziness, Automatism, Dyskinesia, Parkinsonism Respiratory: Upper respiratory tract infection Metabolic and
nutritional: Weight increase Heart rate and rhythm: Tachycardia Other Events Observed During the Premarketing
Evaluation of RISPERDAL®: During its premarketing assessment, multiple doses of RISPERDAL® were administered to
2607 adult patients with schizophrenia and 1923 pediatric patients in Phase 2 and 3 studies and the following reactions
were reported: (Note: frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events
are those occurring in 1/100 to 1/1000 patients. It is important to emphasize that, although the events reported occurred
during treatment with RISPERDAL®, they were not necessarily caused by it). Serious adverse reactions experienced by
the pediatric population were similar to those seen in the adult population (see WARNINGS, PRECAUTIONS, and
ADVERSE REACTIONS). Psychiatric Disorders: Frequent: increased dream activity*, diminished sexual desire*,
nervousness. Infrequent: impaired concentration, depression, apathy, catatonic reaction, euphoria, increased libido,
amnesia. Rare: emotional lability, , delirium, j yawning. Central and Peripheral Nervous
System Disorders: Frequent: increased sleep duration*, Infrequent dysarthria, vertigo, stupor, paraesthesia, confusion.
Rare: aphasia, cholinergic syndrome, hypoestheswa tongue para\y5|s leg cramps, torticollis, hypotonia, coma, migraine,
hyperreflexia, choreoath lers: Frequent: anorexia, reduced salivation®. Infrequent:
flatulence, diarrhea, increased appetite, stomatitis, meIena, dysphagia, hemorrhoids, gastritis. Rare: fecal incontinence,
eructation, gastroesophageal reflux, gastroenteritis, esophagitis, tongue discoloration, cholelithiasis, tongue edema,
diverticultis, gingivitis, discolored feces, GI hemorrhage, hematemesis. Body as a Whole/General Disorders: Frequent:
fatigue. Infrequent: edema, rigors, malaise, influenza-like symptoms. Rare: pallor, enlarged abdomen, allergic reaction,
ascites, sarcoidosis, flushing. Respiratory System Disorders: Infrequent: hyperventiiation, bronchospasm, pneumonia,
stridor. Rare: asthma, increased sputum, aspiration. Skin and A dage Disorders: Frequent: i |
pigmentation*, photosensitivity*. Infrequent: increased sweating, acne, ‘decreased sweating, alopecia, hyperkeratosis,
pruritus, skin exfoliation. Rare: bullous eruption, skin ulceration, aggravated psoriasis, furunculosis, verruca, dermatitis
lichenoid, hypertrichosis, genital pruritus, urticaria. C: Di I  palpitation, hypertension,
hypotension, AV block, myocardial infarction. Rare: ventricular tachycardia, anglna pectoris, premature atrial contractions,
T wave inversions, ventricular extrasystoles, ST depression, myocarditis. Vision Disorders: Infrequent: abnormal
accommodation, xerophthalmia. Rare: diplopia, eye pain, blepharitis, photopsia, photophobia, abnormal lacrimation.
Metabolic and Nutritional Disorders: Infrequent: hyponatremia, weight increase, creatine phosphokinase increase,
thirst, weight decrease, diabetes mellitus. Rare: decreased serum iron, cachexia, dehydration, hypokalemia,
hypoproteinemia, hyperphosphatemia, hypertriglyceridemia, hyperuricemnia, hypoglycemia. Urinary System Disorders:
Frequent: polyuna/po\ydlpsm /nfrequent unnary incontinence, hematuria, dysuria. Rare: urinary retention, cystitis, renal
insufficiency. M Skeletal System Di myalgia. Rare: arthrosis, synostosis, bursitis, arthritis,
skeletal pain. Reproductive Disorders, Female: Frequent: menorrhagia®, orgastic dysfunction®, dry vagina®. Infrequent:
nonpuerperal lactation, amenorrhea, female breast pain, leukorrhea, mastitis, dysmenorrhea, female perineal pain,
intermenstrual bleeding, vaginal hemorrhage. Liver and Biliary System Disorders: Infrequent: increased SGOT,
increased SGPT. Rare: hepatic failure, cholestatic hepatitis, cholecystitis, cholelithiasis, hepatitis, hepatocellular damage.
Platelet, Bleeding, and Clotting Disorders: Infrequent: epistaxis, purpura. Rare: hemorrhage, superficial phlebitis,
thrombophlebitis, thrombocytopenia. Hearing and Vestibular Disorders: Rare: tinnitus, hyperacusis, decreased
hearing. Red Blood Cell Disorders: Infrequent: anemia, hypochromic anemia. Rare: normocytic anemia. Reproductive
Disorders, Male: Frequent: erectile dysfunction®. Infrequent: ejaculation failure. White Cell and Resistance Disorders:
Infrequent: granulocytopenia. Rare: leukocytosis, lymphadenopathy, leucopenia, Pelger-Huet anomaly. Endocrine
Disorders: Rare: gynecomastia, male breast pain, antidiuretic hormone disorder. Special Senses: Rare: bitter
taste.*Incidence based on elicited reports. Postintroduction Reports: Adverse events reported since market
introduction which were temporally (but not necessarily causally) related to RISPERDAL® therapy include the following:
anaphylactic reaction, angioedema, apnea, atrial fibrillation, cerebrovascular disorder, including cerebrovascular accident,
diabetes mellitus aggravated, including diabetic ketoacidosis, hyperglycemia, intestinal obstruction, jaundice, mania,
pancreatitis, Parkinson’s disease aggravated, pituitary adenomas, pulmonary embolism, precocious puberty, and QT
prolongation. There have been rare reports of sudden death and/or cardiopulmonary arrest in patients receiving
RISPERDAL®. A causal relationship with RISPERDAL® has not been established. It is important to note that sudden and
unexpected death may occur in psychotic patients whether they remain untreated or whether they are treated with other
antipsychotic drugs.
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Sufcidality i Ghildren and Adoiascens ATidepressanis increased e risk of suicidal Tninking and Denavior (suicidality) in short-term studies in children and adolescents wilh Major Depressive Disorder (MOD) and oifter psychiaric disorders. Anyane cansidering ihe use of Lexapro or any other anfidepressant in a child or
atolescent must batance this risk with the tlinical need. Patients who are started on therapy should be ohserved closely for clinical worsening, suicidality, or unusual changes in behavior, Families and caregivers should be advised of the need for eluse observation and communication with the preseriber. Lexapro is not
approved for use in pediatric patlens. {See Warnings and Precautians: Pediatric Use) Pouled analyses of short-term {4 1o 16 weeks) placebo-controlled trials of 9 antidepressant drugs (SSRIs and ofhers) in children and atolescents with major depressive disorder (MDD), obsessive sampulsive disorder (OCD}, or ather psy-
chiatric disorders (a total of 24 irials involving over 4400 patients) have revealsd a raater risk of adverse events tepresenting suicidal thinking or behavior {suisidafity} during the first few months of ireatment in those receiving antidepressants. The average risk of such events in patients recefving antidepressants was 4%,
twics the piaceho risk of 2%. No suicides oceurred in these trials.
CONTRAINDICATIONS Concomitant use in patients taking monoaming oxidase inhibiters (MAOIs) is cantraindicated (see WARNINGS). Concomitant use in patients taking pimozide is contraindicated (see Drug Interactions — Pimazide and Cefexa). Lexapro is indicated in patients with a itivity 10 escit of citalopram
or any of the nactive ingredients in Lexapro, WARNINGS WARNINGS-Clinical Warsening and Suicide Risk Clinical Worsening and Suicide Risk Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression andor the emergence of Suicidat ideation and behavior (suicidality) or
unusual ehanges in behavior, whether or not they are taking antidepressant medications, and this risk may persist uniilsignificant remission occurs. There has been a long-standing concern that aniidepressants may have a fole in inducing worsening of deprassian and the emergence of suicidalfy in certain patients. Antidepressants increasedt
the risk of suicidal thinking and behavior (suicidaiﬂy& in short-term studies in childven and adolescents with Major Depressive Disorder (MOD) and ofher psychiatric disorders. Pooled analyses of short-term placebo-controfied trials of 9 anidepressant drugs (SSRIs and others) in children and adolescents with MDD, OCD, or ofer psychi-
alrc disordsrs (2 total of 24 trials involving over 4400 patients) have revealed a greater risk of adverse events representing suicidal behavior or thinking {suicidaliy) during the first few months of treatment in those recaiving antidepressants. The average risk of such events in palienls receiving antidepressants was 4%, twice the placebo
ik of 2%. There was considerable variation in risk amiang drugs, but a tendency toward an increase for almost al drugs studied. The risk of suicidality was most consistently observed i the MDD trials, but there were Signals of risk arising from some trials in other psychiairic indications {ohsessive compulsive disorder and social ansiety

disorder} as well. No suicides occurrad in any of these trials. [t is unknown whether the suicidaify risk in pediatric patients extends to longer-ferm Use, i.e, beyond several months. it is also unknown whether the suicidality risk extends to adults, Al pediatric patients being treated with antidepressants for any indication should be
observed cinsely for tlinical worssning, suicidafity, and unusual changes in behaviar, especially during the initial few manths of 2 course of drug therapy, or at times of dose changes, either increases or decreases. Such observation would generally include at least weekly face-to-face contact with patients or their family mem-
bers or caregivars during the first 4 weeks of ireaiment, then every other week visits for the next 4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional contact hy telephone may be apprapriate between face-to-face visits. Adults with MDD or co-mothid depression in the setling of other psychialric
illness heing irsated with antidepressants should be observed similarly for clinical worsening and suicidality, especially during the initial few manths of a course of drug therapy, or at times of dose shanges, either increases or decreases. The following symploms, anxlety, agitation, panic aftacks, insomnia, iitabilty, hostlty,
aggressivensss, impulsivity, akathisia {psychomator restlessness}, hypomania, and mania, have been reported in aduit and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, both psychiatiic and nanpsychiatric. Although a causal ik between the emergence of such symp-
toms and either the warsening of deprassion andfor the emergence of suicidal impulses has not been established, there is concsrn that such symptams may reprasent precursors to emerging Suicidality. Consideration should be given to changing fhe therapeutic regimen, including possibly discontinuing the medication, in patients whose
depression is persistently worse, or who are experiencing emergent suicidality or Symptoms that might be precursors to worsening depression or Suicidaity, sspecially if ese symptoms are severe, abrupt in onset, or were not part of the patient's presenting symptoms. if the decision has been made fo discontinue treatment, medication
should be tapered, as rapidiy as is feasibie, but with recognition that abrupt discontinuation can be associated with certain symploms (se¢ PRECAUTIONS and DOSAGE AND ADMINISTRATION—Discontinuation of Treatment with Lexapro, in fulf prescribing imformatian for a description of the risks of discontinuation of Lexaprc).
Families and taregivers of pediairic patients baing treated with anti for major depressive di or other indications, both psyshiatric and nonpsychiatric, should be alerted ahout the need o munitor patients for the emergence of agitation, inftability, unusual changes in behavior, and the sther symptoms described
above, as wall 2s tha smangence of suicidallty, and 10 report such symptems immediately fo healtt care providers. Such monitaring should inelude daily shservation by tamities and caregivers. Prescriptions for Lexapro should be written for the smallest quantity of tablets consistent with good paiient management, in order to reduce
1he risk of overdose. Famyilies and caregivers of adults being freated for depression should be similarly advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipotar disorder. i is generally blieved {though not established in controlled trals) that ireating such an episods with an
antidepressant along may increase the likeihood of precipitation of a mixed/manic episode in patients at risk for bipofar disorder. Whether any of the symptoms cescribed above represent sich a conversion is unknown. However, prior to initiating freatment with an antidepressant, patfents with depressive symptoms should be adequately
screened to determine i they are at risk for bipolar disorder, such screening should include a detailed psychiatrc history, including a family history of suicide, bipolar disorder, and depressian. It should be noted that Lexapro is not approved for use in treating bipolar depression, Potentfal for Interaction with Monoamine Oxidase Infibitors
In palients receiving serotonin reuptake inhibitor drugs in combination with 2 moncamine oxidase inhibitor (MADIEI, there have heen repotts of serious, Somefimes fatal, reactions including hyperthermia, rigidity, myoclanus, autonomic instability with possible rapit fluctuations of vita signs, and mental status changes that
Include extreme agitation progressing to delirium and coma. Thess reactians have alst been reported in patisnts who have recently discontinued SSRI treaiment and have heen started on an MADI. Some cases presented wilh features resembling neuroleptic malignant syndrome. Furthermare, limited animal data on the effects
of combined use of SSRIs and MAQIS suggest that these drugs may act synergistically to elevate blood pressire and evoke behavioral excitafion. Therefote, it is recommended that Lexapro shoutd not be used in combination with an MADI, or within 14 days of discontinuing treatment with an MAOI. Simitarly, at least 14 days
should be allowed atter stopping Lexapro befors starfing an MAOI. Serotonin syndrome has heen reported in two patients who were concomitantly receiving linezolid, an antibiotic which is a reversible nan-setestive MAGL. Serofonin Syndrome: The development of a potentially ife-threatening serotonin syndromie may occur with
SRIs and SSRIs, including Lexapro treatment, parficutarly with concomitant use of serotonergic drugs {including triptans) and with drugs which impair metabolism of serofonin (including MAOIs). Serctonin syndrome symptoms may include mental status changes (e.q., agitation, hallucinations, coma), autonomi instabilty (e.0., tachy-
caydia, labile blood pressure, hyperthermia), aberrations {e.g., fa, i jination) and/or intestinal symptoms (6.0., nausea, vorniting, diathea). The concomitant use of Lexapro with MADIs infended to treat depression is contraindicated (see CONTRAINDICATIONS and WARNINGS - Potential for Interaction
with Manoaming Oxidase Inhibitars.} If concormitant treaiment of Lexapro with a 5-hydroxytryptamine receptor agonist (tiptan) is clinically warianted, careful observation of the patient is advised, particularty during treaiment injtation and dose inoreases (see PRECAUTIONS - Drug Inferactions). The concornitant use of Lexapro with sero-
tonin precursors (such as iryptophan) is not recommended (see PRECAUTIONS - Drug Intaractions). PRECAUTIONS Information for Patients Patients should be cautioned about the risk of serotonin syndrome with the concomitant use of Lexapro and triptans, tramadol or other serotonergic agents. Brug Interactions Serofonergic Drugs:
Based on the mechanism of action of SNRIs and SSRIs including Lexapro, and the potential for serotonin syndrome, caufion Is advised when Lexapro is coadministered with other drugs that may affect the serotonergic neurotransmitter Systems, such as iriptans, finezolid {an alibiotic which is a reversible non-selective MAC), lium, ra-
madol, o St John's Wort {see WARNINGS - Serotonin Syndrame), The concornitant use of Lexapre with other SSRIs, SNRIs or tryptophan is not recommendsd (see PRECAUTIONS - Drug Interactions). Triptans: There have hesn rare postmarketing reporis of serotonin syndrome with use of an SSR! and a triptan. If concomitant freat-

ment of Lexapro with  trptan s clinically warranted, careful chservation of the pafient is advised, particularly during ireatment initation and dose increases (sec WARNINGS - Setotonin Syndrome ). General Discontinuation of Treatment with Lexanro During marketing of Lexapro and other SSRIs and SNRs (serotonin and norepineph-
tine reuptake infibitors), there have been spontaneous reports of adverse events occurring upon discontinuation of these drugs, particulasty when abrupt, including the following: dysphoric mood, irrtabilty, agitation, dizziness, sensory disturbances (e.g., paresthesias such as electric shiock sensations), anxiety, confusion, headache, lethar-

gy, emotional labiliy, insomnia, and hypomania, While these events are generally seif-imiting, there have been veports of serious discontinuation symptoms. Patients should e monitored for these Symptoms when discontinuing treatment with Lexapro. A gradual reduction in the dose rather than abrupt cessation s recommended when-
ever possible. If intolerable sgmgtoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more gradual sate (see DOSAGE AND ADMINISTRATION in full prescribing informa-
tion). Abnomal Bleeding Published case reports have dosumented the ocourrence of biseding episodes in patients treated with psychotropic drugs that interfere with Serotonin reuptake. Subsequent epidemiolagical studies, both of the case-control and cofiort design, have demonsirated an association between use of psychotropic drugs
that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding. In two studies, concurtent use of a nonsteroidal anti-inflammatory drug gNSAID) or aspirin potentiated the risk of bleeding (see Drug Interactions). Although these studies focused on upper gastrointestinal bleeding, there is reason to hefieve thal
bleeding at other sites may be similarly potentiated. Patients should be cautioned regarding the risk of bleeding associated with the concomitant use of Lexapro with NSAIDs, aspirin, or ofher drugs that affect coagutation. Hypanatremia Cases of hyponatremia and SIACH (syndrome of inappropriate antidiuretic hormone secretion) have been
veported in association with Lexapro treatment, All patients with these evenis have recovered with discantinuation of escitalopram andior medical intervention. Hypanatremia and SIADH have also been reported in associafion with other masketed drugs effective in ihe treatment of major depressive disorder. Activation of Mania/Hypomania
n'placebo-controlied trials of Lexapro in major depressive disorder, acfivation of mania/hypomania was reported in one (0.1%) of 715 patients lreated with Lexapro and in none of the 52 patients treated with placebo. One additionat ease of hypomania has been reported in association with Lexapro treatment. Activation of mantafyporna-
nia has aiso been reported in a small proportion of pafients with major affective disorders reated with rasemic citalopram and other marketed drugs effective in the treatment of major depressive disorder. As with all drugs effective in the trealment of major depressive disorder, Lexapro should be used cautiously in patients with a history
of mania. Seizures Afifough anticonvulsant effects of racemic citalopram have been observed in animal studies, Lexapro tas ot been ystematically evaluated i patients with a seizure disorder, These patients were excluded from cliica studies during the product's premarketing testing. n clinical trials of Lexapro, cases of convulsion
have been reported in association with Lexapro treatment. Like other drugs effective in the treatment of major depressive disorder, Lexapro should be introduced with care in patients with a history of seizure disorder. Interference with Cognitive and Motor Performance I a study in nosmal voliunteers, Lexapro 10 mg/day did not produce
impairment of intellectual function or psychomator performance. Because any psychoactive drug may impair judgment, thinking, o motor skis, however, patients should be cautioned about operating hazardous machinery, ncluging automobiles, unil ey are reasoably certain that Lexapro therapy does not affect their abiliy to engage
in such aciiviies. Lse in Patients with Concomitant liness Clnical experience with Lexapro in patients with certain congomitant Systemic illnesses is fmited. Cautian is advisable in using Lexapro in patients with diseases of conditions that produce aitered metabolism or hiemodynamic responses. Lexapro has not been systematically evat-
uated in patients with a recent history of myocardial infarction or unstable heart disease. Patients wiih these iagnoses were generally excluded from clinical studies during the product's premarketing testing. In subjects with hepatic impaimnent, clearance of racemic citalopram was decreased and plasma concentrations were increased. The
tecommended dose of Lexapro in hepatically impaired patients is 10 mg/day (see DOSAGE AND ADMINISTRATION in full preseribing informatior{), Because escitalopram is extensively metabolized. excrelion of unchanged drig in wine is a minor rotite of efimination. Until adequate nurmbers of patients with severe renal impairment have
been evaluated during chronic treatment with Lexapro, however, it should be used with caufion in such patients (see DOSAGE AND ADMINISTRATION in full prescribing information). Drug Interactions GNS Drugs - Given the primary CNS effects of esctalopram, caution should be used wihen it taken in combination with other centrally
acting drugs. Alcohol - Afthough Lexapro did not potentiate the cognitive and motor effects of alcohol in a cinical trial, as with other psychotrapic medications, the use of aicofiol by patients taking Lexapio is not recommended. Monoamine Oxidase Infibitors {(MAOIS) - See CONTRAINDICATIONS and WARNINGS, Drugs That Interfere With
Hemastasis (NSAIDs, Aspirin, Warfarin, stc.} Serotonin release by platelsts plays an important role in hemestasis. Epidemiotogical studies of the case-control and cohort design that have demonsirated an association between use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal
bleeding have also shown that coneurrent use of an NSAID of aspirin potentiated the risk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently vith Lexapro. Cimefidine - In subiects who had received 21 days of 40 mo/day racemic citalopram, combined adrinisiration of 400 ma/day cimetidine for 8
da{s tesulted in an increase in citalopram AUC and G, of 43% and 39%, respectively. The ciinical significance of these findings is unknown. Digoxin - in subjects who had received 21 days of 40 mg/day racemic citalopram, combined administration of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmia-
cokingtics of ither eitalopram or digoxin, Lithium - Coadministration of racemic citalopram 1%40 mg/day for 10 days) and fithium %30 mmoliday for 5 days) had no Significant effect on the pharmacokinetics of citalopram or fithium. Nevertheless, plasma lithium levels should be monttored with appropriate adjustment to the lithium dose in
accordance with standard efinical practice. Because lithium may enhance e serotonergic efiects of escitalopram, caution should be evercised when Lexapro and fithium are coadministereg. Pimozide and Celexa - In a controlled study, a single dose of pimozide 2 mg co-administered with racemic cialopram 40 mg given once dally for 11
days was associated with a mean increase in GTc values of approximately 10 msec compared to pimozide given alane. Racemic citalopram did not alter the mean AUC or G, of pimozide. The mechanism of this pharmacodynamic inferaction is not known. Sumatriptan - There have been rare postmarketing teports describing patients with
weakness, hyperreflexia, and incoordination following the uss of an SSRI and sumatriptan. If concomitant treaiment with sumatriptan and an SSRI {e.g. fiuoxetine, fluvoxarine, paroxetine, sertraline, ctaloprarn, escitalopram) is clinically warranted, appropriate observation of the patfent is advised. Theophylline - Combined administration
of racemic citalopram {40 mg/dae/ for 21 days) and the CYP1A2 substrate theaphyiline {single dose of 300 mg) did not affect the netics of line. The effect of ling on the pharmacokinetics of citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemic citalopram for 21 days did ot affect the
pharmacokinetics of warfarin, 2 CYP3Ad substrate. Prothrombin time was increased by 5%, the clinical sigrificance of which is unknown, Garbamazepine - Combined administration of racemic citaloprain (40 mg/day for 14 days) and carbamazepine (firated to 400 mo/day for 35 days) did not sigriicantly affect the pharmacokinetics of
carbamazepine, a CYPIA substrate, Although trough ctalopram plasma levels were unafiected, given the enzyme-inducing properiies of carbamazepine, the possibiity that carbamazepine might increase the clearance of escitalopram should be considered i the two drugs are coadministered. Triazola - Combined adrinistration of racemic
citalopram (fitrated to 40 mg/day for 28 days) and the CYP3A4 substrate tiazolam (single dose of 0.25 myg) did not significantly affect the pharmacokinefics of either citalopram of triazolam. Ketoconazole - Combined administration of racemic citatopram (40 mg) and kefoconazole (200 mg(), 4 potent CYP3A4 infibitor, decreased the Gy
and AUC of ketoconazole hK 219% and 0%, respectively, and did not significantly affect the pharmiacokinelics of citalapram. Ritonavir - Combined administration of a single ose of ritonavir (600 rg), both a GYP3Ad substrate and a potent inibitor of CYP3A4, and escitalopram (20 mg) did not affect the pharmacokinetics of either riten-
avir or gscitalopram. CYP3A4 ang -2C19 Inhibitors - /7 vitro studies indicated that CYP3Ad and -2G18 are the primary enzymes involved in the metabofism of escitalopram, However, coadministration of escitalopram (20 mg) and ritonavir (800 mg), a pofent inhibitor of CYP3A, did ot significantly affect the pharmacokinetics of escitalo-
pram. Because esitalopram is metabolized by muliple enzyme systems, inhibition of a single enzyme may not appreciably decrease escitalopram clearance, Drugs Metatrolized by Cytochrome P4502D6 - /n vitro siudies did not reveal an inhibitory effect of escitalopram on CYP2D6. In addition, steady state levels of racemic citalopram viere
not significantly ifferent in poor metabolizers and extensive CYP2D6 metabolzers afier multiple-dose administration of citaloprarm, suggesting that coadministration, with escitalopram, of a drug that infibits CYP205, is unlikely to have cnically significant effects on escitalopram metabolism. However, there are limited 7 vivo data sug-
gesting a modest CYP2DB inhibitory effect for esci " inistration of esci {20 mg/day for 21 days) with the tricyclic antidepressant desipramine (single dose of 50 mg), a substrate for CYP2DG, resuited in a 40% inreas in G.,.and a 100% increase in AUG of desipramine. The clinical significance of this finding is
unknown. Nevertheless, caufion is indicated in the ion of esci and drugs ized by CYP2DB. Metoprolol - Administration of 20 mg/day Lexapro for 21 days in heallhy volunteers resulted in a 50% increase in C.,, and 82% mcrease in AUG of the beta-adrenergic biocker metoprolol (iven in a single dose of 100
my). Increased metoprolol plasma levels have been assosiated with decreased cardioselectivity. Coadministration of Lexapro and metaprolol had o cinically significant effests on biood pressitre or heart rate. Electroconvulsive Therapy (ECT) - There are no clinical studies of the combined use of ECT and escitalopram. Carcinogenesis,
Mutagenssis, Impairment of Fertilty Carcinggenesis Racemic citalopram was administered in the diet to NMRI/BOM strain mice and COBS WI strain rats for 18 and 24 manths, respectively. There was no evidernce for carcinogeniclty of racemic cilalopram in mice receiving up to 240 mkg/day. There was an increased ingidence of small
infestine carcinoma in rals receiving 8 or 24 mg/kg/day racemic citalapram. A no-effect dose for this finding was not established. The relevance of these findings to humans is unknown. Mulagenesis Racemic citalopram was mutagenic in the in vitro bacterial reverse mutation assay {Ames test) in 2 of 5 bactertal srains {Saimanela TASS
and TA1537) in the absence of metaboli activation. It was clastogenic in the /2 vitro Chinese hamster lung el assay for chiomosomat aberrations in the presence and absence of metabolc activation. Racemic citalopram was not mutagenic in the 47 witro mamemalian forward gene mutation assay (HPRT) in mouse lymphorna eells or ina
coupled /n vitro/n vivo unscheduled DNA synthesis (UDS) assay In rat Fver. It was not clastagenic in the in vitro chramosammal aberration assay in hurman lymphocytes of in two /i vivo mouse micronucleus assays, Im!girmenl of Fertility When racemic ciialopram was administered orally to 16 male and 24 female rats prior to and through-
out mating and gestation at doses of 32, 48, and 72 mgykg/day, mating was decreased at al doses, and ferilty was decreased at dosss > 32 mo/kg/day. Gestation duration was increased at 48 mg/kg/day. Pregnancy-Nanteratogenic Effects Neonates exposed to Lexapro and other SSRIS or SNRIs, fate in the third trimester, have developed
complications requiring prolonged hospitalization, respiratory Support, and tube feeding. Such complications can arise immediately upon delivery. Reported clinical findings have included respiratory distress, cyanosis, apnea, seizures, temperature nstabilty, feeding difficulty, voriting, hypoglycemia, ypotonia, hypertonia, hyperveflexia,
tremor, fiteriness, irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIS and SNRIS or, ﬂossibiy. a dnig discontinuation syndrome. It should be noted that, in some cases, the clinical picture is consistent with Serotonin syndrome (see WARNINGS]. Infants exposed to SSRIs in late pregnancy
Tmay have an increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHI occurs in 1-2 per 1000 livé births in the general poputation and s associated with substantial neonatal morbidity and mortalty. In a retrospective, case-control study of 377 women whose infants were born with PPHN and 836 women whose
infants were bor healthy, the sisk for developing PPHN was approximately six-fold higher for infants exposedt to SSRIS after the 20 week of gestation compared to infants who had ot been expased to antidepressants during pregnancy. There is currently no corvoborallve evidence regarding the risk for PPHN following exposure to SSRls
in pregnancy; this is the first study that has investigated e notentia risk. The study did not include enough cases with expasure to individual SSRIs to determine if all SSRIs posed similar levels of PPHN risk. When treating a pregnant woman with Lexapro during the third trimester, the physician should carefully consider both the poten-
tialvisks and beneits of treatment (see DOSAGE AND ADMINISTRATION in full prescribing information), Physicians should note that in a prospective fongitudinl study of 201 women with a history of major depression who were euthyic at the beginning of pregnancy, wommen who discontinued antidepressant medication during preg-
nanc?;were more likely to experience a relapse of major depression than women who confinued antidepressant medication. Labor and Delivery The efiect of Lexapro on Jabor and defivery in humans is unknown. Nursing Mothers Ragemis citalopram, ke many other drugs, is excreted in human breast milk. There have been two reports
of infants experiencing excessive somnolence, decreased feeding, and weight foss in assoclation with breastfeeding from a citalopram-treated mother, in one case, the infant was reparted to recover completely uggn discontinuation of citaiopram by its mother and, in the second case, no foflow-up information was available. The decision
whether to continue or discontinue either nursing or Lexapro terany shouid take into acoount the risks of citalopram exposure for the infant and the benefits of Lexapro ireatment for the mother, Pediatric Use Safety and effectiveness in the pediatric poputation have ot been established (see BOX WARNING anc WARNINGS—Clinical
Worsening and Suicide Risk), One placebo-controlled tial in 264 pediatric patients with MDD has been condusted with Lexapro, and ihe data were not sufficient to support a ciaim for use in pediatric patients. Anyone considering the use of Lexapro in a child or adolescent must balance the potential risks with the clinical need. Gerfatric
Use Approximately 6% of the 1144 patients receiving escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older, eiderly patients in these trials received daily doses of Lexapro between 10 and 20 mg. The number of eiderly patients in these trials was insufficlent to adequately assess for
possible differental efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of some elderly individuals to effects of Lexapro cannot be ruled out. 0 two pharmacokinetic studies, escitalopram haif-ife was increased by approximately 50% in elderly Subjects as compared to young subjects and G, was urchanged
{see CLINICAL PHARMACK LDGV%’; 10 mgfday is the recommended dose for elderly patients (see DUSAGE AND ADMINISTRATION in full prescribing inlormation?). f 4422 patients in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 85 and over, and 457 were 75 and over. No overall differences in safety or effec-
fiveness were observed between these Subjacts and younges subjects, and other reported clinical experisnce has not idsntified differences in responses between the elderly and younger patients, but again, greater sensitivity of Some elcerly individuals cannot be ruled out. ADVERSE REACTIONS Adverse event information for Lexapro was
collected from 715 patients with major depressive disorder who were exposed to escitalopram and from 592 patients who were exposed to placebo in double-bling, placebo-controled frils. An additional 284 patients with major depressive disorder were newly exposed to escitalopram in open-abel tials. The adverse event information for
Lexapro in patients with GAD was callected from 429 pafients exposed fo escitalopram and from 427 patients exposed to placebo ir double-blind, placeho-controlied irials. Adverse evens during exposure were obtained primariy by general inguiry and recorded by clnical investigators using terminology of their own choosing. Consequently,
itis not possible to provide 2 meaninaful estimate of the proportion of individuals experiencing adverse events ithout first grouping similar types of events into a smaller number of standarized event categories. In the tables and tabulations that follow, standard World Health Organization (WHO) terminology has been used to classify
reporied adverse events. The stated frequencies of adverse events represent the praportion of individuals who i at least once, a treatment-emergent adverse event of the type listed. An event was considered treatment-emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation.
Adverse Events Associated with Discontinuation of Treatment Major Bepressive Disorder Among the 715 depressed patients who received Lexapro in placebo-controlled trials, 8% discontinued freaiment due to an adverse event, as compared to 2% of 592 patients receiving placebo. I two fixed-dose studies, the rate of discontinuation
for adverse events in pafients receiving 10 mg/day Lexapro was not significantly different from the rate of discontinuation for adverse events in patients receiving placebo. The rate of discontination for adverse events in patients assigned to a fixed dose of 20 mg/day Lexapro was 10%, which was signiiicantly difterent from the rate of dis-
continuation for adverse events in patients receiving 10 mg/day Lexapro 84%) and placebo (3%). Ad s tha fated with the discanti of atleast 1% of patients treated with Lexapro, and for which the rate was at least twice that of placebo, were nausea (2%) and ejaculation disorder {2% of male patients). Generalized
Anxlety Disorder Armong the 423 GAD patients who received Lexapro 10-20 mgfday in placebo-controlied tials, 8% discontinued treatment du to an adverse even, as compared to 4% of 427 paients recelving placebo. Adverse events that were associated with the discontinuation of at least 1% of patients treated with Lexapro, and for

which the rate was at [east twice the placeba rate, were nausea (2%), insomnia g%). and fafigue (1%). Incidence of Adverse Evenis in Placebo-Controlled Clinical Trials Major Depressive Disorder Table 1 enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse events that accurred among 715 depressed
patients who received Lexapro at doses ranging from 10 to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2% or more of patients treated with Lexapro and for which the incidence in paients treated with Lexapro was greater than the incidence in placsbo-treated patients. The prescriver should be aware that
these figures can not be used to predict the incidence of adverse events in the course of usual medical practice where patient characterislics and oifer factors differ from those which prevailed in the clinical trials. Simiarly, the cited frequencies cannot be compared with figures obtained from other clinical invesfigations involving different
treatrments, uses, and investigators. The cited figures, howevar, do provids the prescribing physician with some bass for estimating the relative contribution of drug and non-Grug factors to the adverse event incidence rate in the populafion studied. The most commonly observed adverse events in Lexapro patients }imidence of approxi-
mately 5% or greater and approximately twice the incidence in piacebo patients) were insomni, ejaculation disorder {primarily ejaculatory delay), nausea, sweaing increased, fatigue, and somnolence {see TABLE 1). TABLE 1: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Major Depressive
Disorder* [Lexapro (N=715) and Placeho Né!lz()lz Autonomic Nervous System Disorders: Dry Mouth (6% and 5%); Sweating Increased ES% and 2%). Central & Peripheral Nervous System Disarders: Dizziness (5% and 3%). Gastrointestinal Disorders: Nausea (15% and 7%}; Diarhea 58% and S%A; Constipation {3% and 1%};
Indigestion (3% and 1 doininal Pain {2% and 1%). General: Influenza-Tke Symptoms {5% and 4%}; Falique (5% and 2%). Psyehiairic Disorders: Insomnia (9% and 4%); Somnolence (6% and 2%}, Appefite Decreased (3% and 1 %g: Libido Decreased {3% and 1%). Respiratory System Disorders: Rninitis (5% and 4%); Sinusilis
(3% and 2%). Uragenital: Eiaculation Disorderv2 (3% and <i%}; impotence? (3% and 1%} Anorgasmias (2% and <1%).“Events reported by at least 2% of patients treated witt Lexapro are reported, except for the following events which had an incidence on placebo > Lexapro: headach, upper respiratory fract infection, back pain, pharya-
gits, infficted inury, anisty. *Primarlly ejaculatory delay. 2Denomirator used was for males only (N=225 Lexapro; N=188 placebo). Denominater used was for females only (N=490 Lexapro; N-404 placebo). Generalized Anxiety Disorder Table 2 enumerates the incidence, rounded to the nearest percent of treatment-emergent adverse
events that occurred among 429 GAD patients who received Lexapro 10 o 20 mo/day in placebo-contvolled trials. Events included are those scourring in 2% or more of patients treated with Lexapro and for which the incidence in patients ireated with Lexapro was greater han ihe incidence in placebo-treated patients. The most common-
ly observad adverse events in Lexapro pafients (incidence of approximately 5% or greater and approximately twice the incidence in placebo patienls) were nausea, ejaculation disorder (primarily ejaculatory delay), insomia, fatigue, decreased libido, and anorgasmia (see TABLE 2), TABLE 2: Treatment-Emergent Adverse Evenis: Incidence
in Placeho-Contralied Clinical Trials for Generalized Anxisty Disorder* {Lexapro (N=428) and Placeb {N=427)J: Autanomic Nervous System Disarders: Dry Mouth (3% and 5%); Sweating Increased (4% and 1%). Central & Peripheral Nervaus System Disorders: Headache (24% and 17%); Paresthesia ﬂz% and 1%). Gastrointestinal
Disarders: Nausea {18% and 8%&; Diarrhea (8% and 6%); Constipation (5% and 4%%; Indigestion (3% and 2%}; Vomiting (3% and 1%); Abdominal Pain (2% and 1%); Flatulence (2% and 1%); Toothache (2% and 0%). General: Fatigue (8% and 2%}; Influenza-iike symptoms (5% and 4%). Muscufosketetal: Neck/Shouider Pain (3%
and 1%}. Psychiatric Disorders: Somnolence }1 3% and 7%); Insomnia (12% and 6%}; Libido Decreased (7% and 2%); Dreaming Abnormal (3% and 2%); Appetite Decreased (3% and 1%}, Lethargy (3% and 1%); Yawning {2% and 1%). Urogenital: Ejaculation Disordertz {14% and 2%); Anorgasinias (6% and <1%); Menstrual Disorder
(2% and 1%), *Events reported by at least 2% of patients ireated with Lexapro are reported, except for the following events which had an incidence on placebo Lexapro: inflicted injury, dizziness, back pain, upper respiratory tract infection, thiniis, pharyngitis. 1Primanly ejaculatory delay. 2Denominator used was for males only (N=182
Lexadpro; N=195 placebo), Denominator used was for females only {N=247 Lexapro; N=232 placeho). Dose Dependency of Adverse Events The potential dose dependency of comman adverse events (defined as an incidence rate of 26% in efther the 10 mg or 20 mg Lexapro groups) was examined on the basis of the combined incidence
of adverse events in two fied-dose trials. The overallincidence rates of adverse evenis in 10 mg Lexapro-ireated patients (66%) was similar to that of the placebo-lreated patients (61%), while the incidence rate in 20 mo/day Lexapro-treated patients was greater (86%). Table 3 shows common adversg events fhat ocourred in the 20 mg/day
Lexapro group with an incigence that was approximately twice that of the 10 mg/day Lexapro group and approximately twice that of the placebo group.TABLE 3: Incidence of Common Adverse Events* in Patienls with Major Depressive Disorder Receiving Placeho (N=311), 10 mg/day Lexapro (N=310), 20 mgfday Lexapro {N<125}]:
Insomnia (4%, 7%, 14%); Diarrhtea {5%, 6%, 14%); Dry Mouth {3%, 4%, 9%); Somnolence (1%, 4%, 9%); Dizziness (2%, 4%, 7%); Sweating Increased {<1%, 3%, 8%); Constipation (1%, 3%, 6%): Fatigue (2%, 2%, 6%); indigestion (1%, 2%, 6%).*Adverse events with an incidence rate of at least 5% in either of the Lexapro groups
and with an incidence rate in the 20 mg/day Lexapro group that was approximately twice that of the 10 myiday Lexapro group and the placebo group. Male and Female Sexual Dystunstion with SSRIs Although changes in sexual desire, sexual performance, and sexual satisfaction often acour as manifestations of a psychiairic disorder,
they may also be a consequence of pharmacologic treatment, In particular, Some evidence suggests that SSRIS can causs such untoward sexual experiences. Refiable estimates of the incidence and severity of untoward experiences involving sexual dsire, performance, and satisfaction are diffiult to obtain, however, in part because patents
and physicians may be reluctant to discuss them, Accordingly, estimates of the incidence of untoward sexual experience and performance cited in product labefing are lkely to underestimate their actual incidence. Table 4 shows the incidence rates of sexual side effects in patients with major depressive disorder and GAD in placebo-con-
trolled triais. TABLE 4: Incidence of Sexual Sida Effects in Placeho-Cantralled Clinical Trials [in Males Ory; Lexapro (N=407) and Placeba {N-383)]: Ejaculation Disorder (primarily ejaculatory delay) (12% and 1%); Libido Decreased (6% and 2%); impotence {2% and <1%). [in Females Only: Lexapra (N=737) and Placeho (N=636)]:
Libido Decreased {3% and 1%), Anorgasinia 3% and <1%} There are o adequately designed studies examining sexual dysfunction with escitalopram treatment, Priapist has been reported with all SSRis. While it is difiult to know the precise risk of sexual dysfunction assocfated with the use of SSRIs, physicians should routinely inquire
about such possible side effects. Vital Sign Changes Levapro and placebo groups were compared with respect to (1) mean change from baseling in vital Signs {pulse, systolic blood pressure, and diastolic blood pressure) and (2) the incidence of patients mesting criteria for potentially cinically signfficant changes from basefing in these
variables. These anaiyses did not reveal any clinically important changes in vital Signs assciated with Lexapro treatment. In addition, a comparison of supine and standing vital sign measures i subjects receiving Lexapro indicated that Lexapro treatment is not associated with orthostatic changes. Weight Changes Patients treated with
Lexapro in controlled trials dig ot ditfer from placeho-ireated patients with regard to ciinically important change in body weight. Labaratary Canges Lexapro and placebo groups were compared with respect to (1) mean change from baseline n various serum chemistry, hematology, and urinalysis variables, and (2) the incidence of patients
meeting criteria for potentially clinically significant changes from baseiing in thess variables. These analyses vevealed no clinically imporiant changes in laboratory test parameters assoeiated with Lexapro treatment. ECG Changes Electrocardiograms from Lexapro (N=625), racemic citalopram (IN=351 ), and placebo SN=527) groups were
compared with respect to (1? mean change from baseling in various ECG parameters and (2) the incidence of patienls mesting criterta for potentially cfinically significant changes from baseling in these variables. These analyses revealed (1) a decrease in heart rate of 2.2 bpm for Lexapro and 2.7 bpm for racemic citalopram, compared to
anincreass of 0.3 bpm for placebo and {2) an increase in QTc interval of 3.9 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo. Neither Lexagro nor racemic citalopram were associated with the development of clinically significant ECG abnormalities. Gther Events Observed During the Premarkeling
Evaluation of Lexagm Following is a ist of WHO terms that reflect treatment-emergent adverse events, as defined in ihe introduction to the ADVERSE REACTIONS section, reported by the 1428 patients treated with Lexapro for periods of up o one year in double-blind or apen-label clinical trials during its premarketing evaluation. All report-
od events are included except those aiready listed in Tables 1 & 2, those occurring in only one patient, event terms that are So general as to be uninformative, and those that are nlikely to be drug related. it is important to emphasize that, aithough the events reported oocurted during treatment with Lexapro, they were ot nacessarily caused
by it. Events are further categorized by body system and fisted in erder of decreasing frequency according to the following definitions: frequent adverse events are those oocurring o one or more oocasions in at least 17100 patients; infrequent adverse events are those occurring i less than 1/400 patients but at least /1000 patients.
Gardiovascular - Frequent: palpitation, hypertensian. infrequent: bradycardia, tachycardia, ECG abnormal, flushing, varicose vein, Central and Peripheral Nervous System Disorders - Froquent: light-headed feeling, migraine. Infreguent tremor, vertigo, restless legs, shaking, twitching, dysequiibrium, fics, carpal tunnel syndrome, muscle con-
tractions involuntary, sluggishness, coordination abormal, faintness, hyperreflexia, muscular tone ingreased. Gastraintestinal Disorders - Frequent: heartburn, abdominal cramp, gastroenteritis. fnfrequent: gastroesophageal refiux, bioating, abdominal discorfort, dyspepsia, increased stoo frequency, belching, gastriis, hemorhoids, gag-
qing, palyposis gastric, wallowing dificult, Generat - Frequent:allergy, pain in limb, fever, hot flushes, chest pain. fafreguent: edema of extremities, chills, tightness of chest, leg pain, asthenia, syncope, malaiss, anaphylaxis, fail. Hernic and Lymphatic Disorders - /nfrequent: bruise, anemia, bosebleed, hematoma, lymphadsnopathy cervi-
cal. Metabolic ang Nutsitional Disorders - Fregusnt: increased weight. infrequent: decreased weight, hyperglycernia, thirst, bilirubin increased, hepatic enzymes increased, gout, hypercholesterolemia. Musculoskeletal System Disorders - Frequent: arthralgia, myalgia. Infrequent. jaw stiffness, muscle cramp, muscle stifiness, arthrits, mus-
cle weakness, back discomfort, arthropathy, aw pain, joint stifiness. Psychiatric Disorders - Frequent: appetits increased, lethargy, iitability, concentration impaived. /frequent jitieriness, panic reaction, agitation, apathy, forgetfulness, depression aggravated, nervousness, restlessness aggravaled, suicide attempt, amnesia, aniely attack,

bruxism, craving, confusion, zation, disorientation, emotional lability, feelin? unreal, iremulousness nervous, orying abnarmal, depression, excitabilty, auditory hallucination, suleidal tendency. Reproductive Disorders/Female” - Frequent: mensirual cramps, menstrual disorder. infrequent: menorrhagia, breast neo-
g!asm, vl inflammation, premensrual syndrome, spotting between menses. *% based on ferale subjects only: M= 905 Respiratory System Disorders - Frequent: broncifs, sinus congestion, coughing, nasal congestion, sinus headache. nfrequent: astma, breath shortness, laryngitis, peumonts, tracheltis. Skin and Appendages

isorders - Fraguent: rash. Infrequent: pruritus, acne, alopecia, eczema, dermailts, dry skin, follicuiis, lipoma, furunculosis, dry lps, skin module. Spesial Senses - Frequent: vision biurred, tinnitus. /nfrequent: taste alferation, earache, cojunciviis, vision abrormal, dry eyes, eye iitation, visual disturbance, eye infection, pupils dilated,
metalic taste, Urinary System Disorders - Freguent: urinary frequency, trinary tract infection. /nfrequent: urinary urgency, kidney stone, dysuriz, biood in urine. Events Riepnrted Subsequent fo the Marketing of Escitalopram - Although o causal relationship to escitalopram ireatment has been found, the following aduerse events have been
reported to have acourred in patients and to be temporally associated with escitalopram treatment during post marketing experience and were not observed during the premarketing evaluation of esci!alogram: abnormal gait, acute renal failure, aggression, akathisia, allergic reaction, anger, angioedema, atrial fibrillation, choreoathetosis,
defirium, delusion, diplopia, dysarthria, dyskinesia, dystonia, ecchymoss, erythema muttiforme, extrapyramidal discrders, fulminant hepatitis, hepatic failure, ia, hyp i ia, INR increased, intest glaucoma, grand mal seizures for convuisions), hemolylic anemia, hiepatic necrasis, hepati-
tis, hypotension, leucopenia, myocardial infaretion, myocionts, neuroleptic mafignant syndrome, nightmare, nystagmus, orthostatic hypotension, pancreafils, paranoia, photosensiiity veaction, priapisi, protactinemia, prothrombin decreased, pulmonary embolism, QT prolongation, thabdomyolysis, seizures, serotonin syndrome, SIADH,
‘spontangous abortion, Stevens Johnson Syndrome, tardive dyskinesia, thrombacytopenia, thromboss, torsade de pointes, toxic epidermal necrolysis, ventricular arhyihinia, veniricular tachycardia and visual hallucinations.

Licensed from H. Lundbeck A'S Rev. 09/06 © 2006 Forest Laboratories, Inc.







The voices are back and they're
telling me things that aren't right.

People are staring at me
like they can read my thoughts.

I want to stay where I am.
Living on my own.
But this is bad.

If it doesn't stop, I'll end

up back at the group home

or in the hospital.

['ve worked too hard to get here.

I want to keep fighting,
I just need help. Now.

ZYPIexa

Olanzapine

For resources to help you help your patients with
schizophrenia, visit www.ToolsForTheFight.com




The labeling for ZYPREXA
includes a boxed waming:

= Elderly patients with
dementia-related psychosis
treated with atypical
antipsychotic drugs are at

an increased risk of death
compared to placebo.
ZYPREXA is not approved

for the treatment of elderly
patients with dementia-related
psychosis.

ZYPREXA is approved for the
treatment of schizophrenia,
acute bipolar mania, and for
maintenance treatment in
bipolar disorder.

For Important Safety Information,
including boxed warning, see
adjacent page and
accompanying Brief Summary of
Prescribing Information,



Important Safety Information for ZYPREXA" (Olanzapine)

Increased Mortality in Elderly Patients
with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk of death
compared to placebo. Analyses of seventeen placebo-controlled
frials {modal duration of 10 weeks) in these patients revealed

a risk of death in the drug-treated patients of between 1.6 to
1.7 times that seen in placebo-treated patients. Over the course
of a typical 10-week controfled trial, the rate of death in drug-
freated patients was about 4.5%, compared to a rate of about
26% in the placebo group. Although the causes of death were
varied, most of the deaths appeared to be either cardiovascular
(eg, heart failure, sudden death) or infectious (eg, pneumonia)
in nature. ZYPREXA is not approved for the treatment of elderly
patients with dementia-related psychosis.

Cerebrovascular adverse events (CVAE), including stroke, in

elderly patients with dementia—Carebrovascllar adversa events

(0, stroke, transient ischemic attack), iIncluding fatalities, were reparted

in patients in frials of ZYPREXA in elderty patients with dementia-related
paychosis. In placebo-controfled frials, thare was a significantly higher
incidence of CVAE in patients trealed with ZYPRENA compared fo patients
treated with placebo, ZYPREXA I not approved for the treatment of patients
with dementia-relaled psychaosts.

Hyperglycemia and diabetes mellitus—Hyperghcemia, in some cases
associgted with ketoacidosis, coma, or death, has been reported in patients
treated with atypical antipsychotics Including ZYPREXA. All patients taking
atypicalsshould be monitored for symploms of hyperglycemia. Persons
with diabeles who are started on atypicals should be monitared regulary
Tor worsening of glucose control: those with risk factors for diabetes should
undergo baseling and periodic fasting biood glucose testing. Patients who
develop symplomes of hyperglycemia during freatment should undergo
fasting blood glucose testing.

Neuroleptic malignant syndrome (NMS}—2As with all antinsychaotic
medications, a rare and potentially fatal condition known as NMS

has been reported with olanzaping. If skans and symploms appear,
immedate discontinuation i recommended. Clinical manifestations of
NMS are yperpyrexia, muscle rigidity, altered mental status and evidence
of autonomic instabillly (iregular pulse or blood pressure, tachycardia,
diaphoresis and cardiac dysehythmia). Additional signs may include
elevated creatining phosphokinase, myogiobinunia {rhabdomyobysls),

and acute renal fallure

Tardive dyskinesia (TD)}—As with all antipsychotic medications,
prescribing should be consistent with the need to minimize the risk ol

0. Thee: risk of developing TD and the likelihood that it will become
rreversible are befieved o Increase as the duration of treatment and the
latal cumulative dose ol antipsychotic increase. The syndrome may remil,
partially or compéetaly, if antipsychotic treatment is withdrawn

Medication dispensing and prescribing errors fave oocumed between
ZYPREXATD (olanzapine) and Zyrtec® (cetirizing HCY). These emors could
resilt in unRecessary adverse events or potential refapse in patients
suffiering from schizophrenia or bipelar disorder. To reduce the polential

for dispensing errors, please write ZYPREXA clearly,

The mest common treatment-emergent adverse event associated
with ZYPREXA (vs placebo) in 6-week acute-phase schizophrenia rials
was somnalence (26% vs 15%). Other common events were dizzness
111% vs 4%), welght gain (5% ve 1%), personality disorder (COSTART
term for nonaggressive objectionable behavior; B% va 4%), constipation
(5% v& 3%), akathisia (5% vs 1%), and postural hypotension (5% vs 25%),

The most common treatment-emergent adverse event associated
with ZYPREXA (vs placeba) in 3- and 4-week bipolar mania trials was
somnolence (35% vs 13%). Other common events were dry mouth

[22% v8 7%), dizziness (18% vs 6%), asthenia (15% vs 6%), constipation
(11% vs 5%), dyspepsta (11% vs 5%), increased appetite (6% vs 35%),
and tremar (6% vs 3%).

For complete safely profile, see the full Prescribing Information,

IYPREXA i a registered trademark: of Eli Lilly and Company.
Zyrtec is a registered trademark of LICB, 54,

OLA4DZH 0107 S200T, ELI LLLY AND COMPANY. ALL FIGHTE REBERVED

Lte,



LYPREXA® (01anzapine Tablets)
ZYPREXA®ZYDIS® (Olanzapine Orally Disintegrating Tablets)
ZYPREXA® IntraMuscular (Olanzapine for Injection)

Brief Summary: Please consult package insert for complete prescribing information.

WARNING

Increased Mortality in Elderly Patients with Dementia-Related Psychosis—Elderly patients with
dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk
of death compared to placebo. Analyses of seventeen placebo-controlled trials (modal duration of
10 weeks) in these patients revealed a risk of death in the drug-treated patients of between 1.6 to
1.7 times that seen in placebo-treated patients. Over the course of a typical 10-week controlled trial,
the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most of the deaths appeared to be either
cardiovascular (eg, heart failure, sudden death) or infectious (eg, pneumonia) in nature. ZYPREXA is
not approved for the treatment of patients with dementia-related psychosis.

NDICATIONS AND USAGE: ZYPREXA and ZYPREXA Zydis are indicated for short- and long-term treatment
>f schizophrenia, for acute manic and mixed episodes of bipolar | disorder, and for maintenance treatment in
Jipolar disorder. The use of ZYPREXA for extended periods should be periodically re-evaluated as to the long-term
1sefulness of the drug for the individual patient. ZYPREXA IntraMuscular is indicated for treatment of agitation
1ssociated with schizophrenia and bipolar | mania.

SONTRAINDICATIONS: Known hypersensitivity to olanzapine.
NARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis—Elderly patients

vith dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
sompared to placebo. ZYPREXA is not approved for the of [ with d

related

Information for Patients—See full prescribing information for information to discuss with patients taking
olanzapine.

Laboratory Tests—Periodic assessment of transaminases is recommended in patients with significant
hepatic disease.

Drug Interactions—Use caution when olanzapine is taken in combination with other centrally acting drugs
and alcohol. Olanzapine may enhance the effects of certain antihypertensive agents. Olanzapine may antagonize
the effects of levodopa and dopamine agonists. Agents that induce CYP1A2 or glucurony! transferase enzymes
(eg, omeprazole, rifampin) may cause an increase in olanzapine clearance. Inhibitors of CYP1A2 could
potentially inhibit olanzapine clearance. Although olanzapine is metabolized by multiple enzyme systems,
induction or inhibition of a single enzyme may appreciably alter olanzapine clearance. A dosage adjustment may
need to be considered with specific drugs.

Activated charcoal (1 g) reduced the Cmax and AUC of oral olanzapine by about 60%. Single doses of
cimetidine (800 mg) or aluminum- and magnesium-containing antacids did not affect the oral bioavailability
of olanzapine. Carbamazepine (200 mg hid) causes an approximately 50% increase in the clearance of olanzapine.
Higher daily doses of carbamazepine may cause an even greater increase in olanzapine clearance. Neither
ethanol (45 mg/70 kg single dose) nor warfarin (20 mg single dose) had an effect on olanzapine
pharmacokinetics. Fluoxetine at 60 mg (single or multiple doses) causes a small increase in the Cmax of
olanzapine and a small decrease in olanzapine clearance; however, the impact of this factor is small in
comparison to the overall variability between individuals, and dose modification is not routinely recommended.
Fluvoxamine decreases the clearance of olanzapine; lower doses of olanzapine should be considered in patients
receiving fluvoxamine concomitantly. In vitro data suggest that a clinically significant pharmacokinetic
interaction between olanzapine and valproate is unlikely.

Olanzapine is unlikely to cause clinically important drug interactions mediated by the enzymes CYP1A2,
CYP2C9, CYP2C19, CYP2D6, and CYP3A. Single doses of olanzapine did not affect the pharmacokinetics of
imipramine/desipramine or warfarin. Multiple doses of olanzapine did not influence the kinetics of diazepam/
N-desmethyldiazepam, lithium, ethanol, or biperiden. However, coadministration of either diazepam or ethanol
potentiated the orthostatic hypotension observed with olanzapine. Multiple doses of olanzapine did not affect
the pharmacokinetics of theophylline or its metabolites. Co-administration of intramuscular lorazepam
and intramuscular olanzapine for injection added to the somnolence observed with either drug alone (see
Hemodynamic Effects).

1sychosis (see BOX WARNING).

In placebo-controlled clinical trials of elderly patients with dementia-related psychosis, the incidence of death
n olanzapine-treated patients (3.5%) was significantly greater than placebo-treated patients (1.5%).

Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia—Cerebrovascular
adverse events (eg, stroke, transient ischemic attack), including fatalities, were reported in patients in trials of
Hlanzapine in elderly patients with dementia-related psychosis. In placebo-controlled trials, there was a significantly
nigher incidence of cerebrovascular adverse events in patients treated with olanzapine compared to patients
reated with placebo. Olanzapine is not approved for the treatment of patients with dementia-related psychosis.

Hyperglycemia and Diabetes Mellitus—Hyperglycemia, in some cases associated with ketoacidosis, coma, or
Jeath, has been reported in patients treated with atypical antipsychotics including olanzapine. Assessment of the
‘elationship between atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an
ncreased background risk of diabetes in patients with schizophrenia and the increasing incidence of diabetes
Tellitus in the general population. Patients diagnosed with diabetes who are started on atypical antipsychotics
should be monitored regularly for worsening of glucose control. Patients with risk factors for diabetes who are
starting treatment with atypicals should have fasting blood glucose (FBG) testing at baseline and periodically
1uring treatment. Any patient treated with atypicals should be monitored for symptoms of hyperglycemia.
2atients who develop symptoms of hyperglycemia during treatment with atypicals should undergo FBG testing.

Neuroleptic Malignant Syndrome (NMS)—Potentially fatal NMS has been reported in association with
idministration of antipsychotic drugs, including olanzapine. See complete prescribing information for
nformation on management of NMS. Patients requiring antipsychotic drug treatment after recovery from NMS
should be carefully monitored since recurrences have been reported.

Tardive Dyskinesia (TD)—Potentially irreversible TD may develop in patients treated with antipsychotic drugs.
Although the prevalence of TD appears to be highest among the elderly, especially elderly women, it is impossible
o predict which patients are more likely to develop the syndrome. If signs and symptoms of TD appear, consider
irug discontinuation.

>RECAUTIONS: Hemodynamic Effects—Olanzapine may induce orthostatic hypotension associated with dizziness;
achycardia; and in some patients, syncope. Hypotension, bradycardia with/without hypotension, tachycardia,
and syncope were also reported during the clinical trials with intramuscular olanzapine for injection. Incidence of
syncope was 0.6%, 15/2500 with oral olanzapine in phase 2-3 trials and 0.3%, 2/722 with intramuscular
dlanzapine for |n|ect|on in clinical trials. Three normal volunteers in phase 1 studies with intramuscular olanzapine
3xperienced hypotension, bradycardia, and sinus pauses of up to 6 seconds that spontaneously resolved (in
2 cases the events occurred on intramuscular olanzapine, and in 1 case, on oral olanzapine). The risk for this
sequence of events may be greater in nonpsychiatric patients compared to psychiatric patients who are possibly
more adapted to certain effects of psychotropic drugs. Patients should remain recumbent if drowsy or dizzy after
njection with intramuscular olanzapine for injection until examination has indicated they are not experiencing
yostural hypotension, bradycardia, and/or hypoventilation. Olanzapine should be used with particular caution in
Jatients with known cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or
sonduction abnormalities), cerebrovascular disease, and conditions which would predispose patients to hypotensmn
‘dehydration, hypovolemia, and treatment with antihypertensive medications) where the occurrence of syncope,
Jr hypotension and/or bradycardia might put them at increased medical risk. Caution is necessary in patients
‘eceiving treatment with other drugs having effects that can induce hypotension, bradycardia, respiratory or CNS
jepression (see Drug Interactions). Concomitant administration of intramuscular olanzapine and parenteral
senzodiazepine has not been studied and is not recommended. If such combination treatment is considered,
sareful evaluation of clinical status for excessive sedation and cardiorespiratory depression is recommended.

Seizures—During premarketing testing, seizures occurred in 0.9% (22/2500) of olanzapine-treated patients,
-egardless of causality. Use cautiously in patients with a history of seizures or with conditions that potentially
ower the seizure threshold.

Hyperprolactinemia—Like other drugs that antagonize dopamine D2 receptors, olanzapine elevates prolactin
evels; a modest elevation persists during chronic administration. Tissue culture experiments indicate that
approximately one third of human breast cancers are prolactin dependent in vitro. However, neither clinical nor
spidemiologic studies have shown an association between chronic administration of this class of drugs and
umorigenesis in humans; the available evidence is inconclusive.

Transaminase Elevations—In placebo-controlled studies, clinically significant ALT (SGPT) elevations
‘=3 times the upper limit of normal) were observed in 2% (6/243) of patients exposed to olanzapine compared
0 no (0/115) placebo patients. None of these patients experienced jaundice. Among about 2400 patients with
saseline SGPT <90 IU/L, 2% (50/2381) had asymptomatic SGPT elevations to >200 IU/L. Most were transient
shanges that tended to normalize while olanzapine treatment was continued. Among 2500 patients in oral
slanzapine trials, about 1% (23/2500) discontinued treatment due to transaminase increases. Rare postmarketing
‘eports of hepatitis have been received. Very rare cases of cholestatic or mixed liver injury have also been
-eported in the postmarketing period. Exercise caution in patients who have signs and symptoms of hepatic
mpairment; preexisting conditions associated with limited hepatic functional reserve; or concomitant treatment
with potentially hepatotoxic drugs (see Laboratory Tests, below).

Potential for Cognitive and Motor Impairment—Somnolence was a commonly reported, dose-related adverse
svent in premarketing trials (olanzapine 26% vs placebo 15%). Somnolence led to discontinuation in 0.4%
'9/2500) of patients in the oral premarketing database.

Body Temperature Requlation—Use appropriate care when prescribing olanzapine for patients who will be
sxperiencing conditions that may contribute to an elevation in core body temperature.

Dysphagia—Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer’s disease.
Jlanzapine and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.

Suicide—The possibility of a suicide attempt is inherent in schizophrenia and in bipolar disorder, and close
supervision of high-risk patients should accompany drug therapy. Prescriptions for olanzapine should be written
or the smallest quantity of tablets consistent with good patient management.

Use in Patients with Concomitant lllnesses—Olanzapine should be used with caution in patients with
slinically significant prostatic hypertrophy, narrow angle glaucoma, or a history of paralytic ileus.

In 5 placebo-controlled studies in elderly patients with dementia-related psychosis (n=1184), these
reatment-emergent adverse events were reported with olanzapine at an incidence of =2% and significantly
jreater than with placebo: falls, somnolence, peripheral edema, abnormal gait, urinary incontinence, lethargy,
ncreased weight, asthenia, pyrexia, pneumonia, dry mouth, visual hallucinations. Discontinuation due to adverse
svents was significantly greater with olanzapine than placebo (13% vs 7%). Elderly patients with dementia-
‘elated psychosis treated with olanzapine are at an increased risk of death compared to placebo. Olanzapine is
10t approved for treatment of patients with dementia-related psychosis. If the prescriber elects to treat this
Jatient population, vigilance should be exercised (see BOX WARNING and WARNINGS).

Because of the risk of orthostatic hypotension with olanzapine, use caution in cardiac patients (see
Hemodynamic Effects).

ZYPREXA® (Olanzapine Tablets)
ZYPREXA® ZYDIS® (Olanzapine Orally Disintegrating Tablets)

ZYPREXA® IntraMuscular (Olanzapine for Injection) PV 5197 AMP

Carcinog Mutag is, Impairment of Fertility—The incidence of liver hemangiomas and
hemangiosarcomas in female mice was significantly increased in one carcinogenicity study at 2 times the
maximum human daily oral dose (MHDOD) but not in another study at 2-5 times the MHDOD (mg/m? basis). In
this study there was a high incidence of early mortalities in males in the 30/20 mg/kg/d group. The incidence of
mammary gland adenomas and adenocarcinomas was significantly increased in female mice and rats given
olanzapine at 0.5 and 2 times the MHDOD respectively (mg/m? basis). In other studies, serum prolactin
measurements of olanzapine showed elevations up to 4-fold in rats at the same doses used in the carcinogenicity
studies. The relevance for human risk of the finding of prolactin mediated endocrine tumors in rodents is
unknown. No evidence of mutagenic potential for olanzapine has been found.

In rats, fertility (females) and mating performance (males and females) were affected at doses 1.5-11 times
the MHDOD (mg/m? basis). Diestrous was prolonged and estrous delayed at 0.6 times the MHDOD (mg/m? basis);
therefore, olanzapine may produce a delay in ovulation.

Pregnancy Category C—There are no adequate and well-controlled studies in pregnant women. Olanzapine
should be used in pregnancy only if the potential benefit justifies the potential risk to the fetus.

Labor and Delivery, Nursing Mothers—Parturition in rats was not affected by olanzapine; its effect on labor
and delivery in humans is unknown. In a study in lactating, healthy women, olanzapine was excreted in breast
milk. Mean infant dose at steady state was estimated to be 1.8% of the maternal dose. It is recommended that
women receiving olanzapine should not breast-feed.

Use in Pediatric and Geriatric Patients—Safety and effectiveness in pediatric patients have not been
established. In premarketing clinical trials in patients with schizophrenia, there was no indication of any different
tolerability of olanzapine in the elderly compared to younger patients. Studies in elderly patients with dementia-
related psychosis have suggested there may be a different tolerability profile in these patients. Elderly patients
with dementia-related psychosis treated with olanzapine are at an increased risk of death compared to placebo.
Olanzapine is not approved for treatment of patients with dementia-related psychosis. If the prescriber elects to
treat these patients, vigilance should be exercised. Consider a lower starting dose for any geriatric patient in the
presence of factors that might decrease pharmacokinetic clearance or increase the pharmacodynamic response
to olanzapine (see BOX WARNING, WARNINGS, and PRECAUTIONS).

ADVERSE REACTIONS: The following findings are based on a clinical trial database consisting of 8661 patients
with approximately 4165 patient-years of exposure to oral olanzapine and 722 patients with exposure to
intramuscular olanzapine for injection, including patients with schizophrenia, bipolar mania, or Alzheimer’s disease
(oral olanzapine trials) and patients with agitation associated with schizophrenia, bipolar | disorder (manic or mixed
episodes), or dementia (intramuscular olanzapine for injection trials). See the full prescribing information for
details on these trials. Certain portions of the discussion below relating to dose-dependent adverse events, vital sign
changes, weight gain, laboratory changes, and ECG changes are derived from studies in patients with schizophrenia
and have not been duplicated for bipolar mania or agitation; however, this information is also generally applicable
to bipolar mania and agitation.

Associated with Discontinuation—Overall there was no difference in discontinuations due to adverse events
in placebo-controlled oral olanzapine trials (olanzapine vs placebo: schizophrenia, 5% vs 6%; bipolar mania
monotherapy, 2% vs 2%; bipolar mania cotherapy, 11% [olanzapine plus lithium or valproate] vs 2% [lithium or
valproate alone]); or in placebo-controlled intramuscular olanzapine for injection trials (olanzapine for injection,
0.4%; placebo 0%). Discontinuations in oral schizophrenia trials due to increases in SGPT were considered to
be drug related (olanzapine 2% vs placebo 0%; see PRECAUTIONS).

Commonly Observed Adverse Events—In 6-week, placebo-controlled, premarketing schizophrenia trials, the
most common treatment-emergent adverse events associated with oral olanzapine (incidence =5% and
olanzapine incidence at least twice that for placebo) were: postural hypotension, constipation, weight gain,
dizziness, personality disorder (COSTART term for nonaggressive objectionable behavior), and akathisia. In
3- and 4-week placebo-controlled bipolar mania monotherapy trials, the most common treatment-emergent
adverse events associated with oral olanzapine were: asthenia, dry mouth, constipation, dyspepsia, increased
appetite, somnolence, dizziness, and tremor. In short-term bipolar mania combination therapy trials, the most
common treatment-emergent adverse events observed with olanzapine plus lithium or valproate were dry
mouth, weight gain, increased appetite, dizziness, back pain, constipation, speech disorder, increased salivation,
amnesia, and paresthesia. In 24-hour placebo-controlled trials of intramuscular olanzapine for injection for
agitation associated with schizophrenia or bipolar mania, somnolence was the one adverse event observed at an
incidence of =5% and at least twice that for placebo (olanzapine for injection 6%, placebo 3%).

Adverse Events with an Incidence =2% in Oral Monotherapy Trials—The following treatment-emergent
events were reported at an incidence of =2% with oral olanzapine (doses =2.5 mg/d), and at a greater incidence
with olanzapine than with placebo in short-term placebo-controlled trials (olanzapine N=532, placebo N=294):
Body as a Whole—accidental injury, asthenia, fever, back pain, chest pain; Cardiovascular—postural
hypotension, tachycardia, hypertension; Digestive—dry mouth, constipation, dyspepsia, vomiting, increased
appetite; Hemic and Lymphatic—ecchymosis; Metabolic and Nutritional—weight gain, peripheral edema;
Musculoskeletal—extremity pain (other than joint), joint pain; Nervous System—somnolence, insomnia,
dizziness, abnormal gait, tremor, akathisia, hypertonia, articulation impairment; Respiratory—rhinitis, cough
increased, pharyngitis; Special Senses—amblyopia; Urog |—urinary inconti urinary tract infection.

Adverse Events with an Incidence =2% in Oral Combination Therapy Trials—The following treatment-emergent
events were reported at an incidence of =2% with oral olanzapine (doses =5 mg/d) plus lithium or valproate (N=229),
and at a greater incidence than with placebo plus lithium or valproate (N=115) in short-term placebo-controlled
trials: Body as a Whole—asthenia, back pain, accidental injury, chest pain; Cardiovascular—hypertension;
Digestive—dry mouth, increased appetite, thirst, constipation, increased salivation; Metabolic and Nutritional—
weight gain, peripheral edema, edema; Nervous System—somnolence, tremor, depression, dizziness, speech
disorder, amnesia, paresthesia, apathy, confusion, euphoria, incoordination; Respiratory—pharyngitis, dyspnea;
Skin and Appendages—sweating, acne, dry skin; Special Senses—amblyopia, abnormal vision; Urogenital—
dysmenorrhea, vaginitis.

Adverse Events with an Incidence =1% in Intramuscular Trials—The following treatment-emergent adverse
events were reported at an incidence of =1% with intramuscular olanzapine for injection (2.5-10 mg/injection)
and at incidence greater than placebo in short-term, placebo-controlled trials in agitated patients with
schizophrenia or bipolar mania: Body as a Whole—asthenia; Cardiovascular—hypotension, postural hypotension;
Nervous System—somnolence, dizziness, tremor.

Dose Dependency of Adverse Events in Short-Term, Placebo-Controlled Trials—Extrapyramidal Symptoms:
In an acute-phase controlled clinical trial in schizophrenia, there was no significant difference in ratings scales
incidence between any dose of oral olanzapine (5+2.5, 10+2.5, or 15+2.5 mg/d) and placebo for parkinsonism
(Simpson-Angus Scale total score >3) or akathisia (Barnes Akathisia global score =2). In the same trial, only
akathisia events (spontaneously reported COSTART terms akathisia and hyperkinesia) showed a statistically
significantly greater adverse events incidence with the 2 higher doses of olanzapine than with placebo. The
incidence of patients reporting any extrapyramidal event was significantly greater than placebo only with the
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highest dose of oral olanzapine (15+2.5 mg/d). In controlled clinical trials of intramuscular olanzapine
for injection, there were no statistically significant differences from placebo in occurrence of any
treatment-emergent extrapyramidal symptoms, assessed by either rating scales incidence or
spontaneously reported adverse events.

Other Adverse Events: Dose-relatedness of adverse events was assessed using data from this same
clinical trial involving 3 fixed oral dosage ranges (5+2.5, 10£2.5, or 15+2.5 mg/d) compared with
placebo. The following treatment-emergent events showed a statistically significant trend: asthenia,
dry mouth, nausea, somnolence, tremor.

In an 8-week, randomized, double-blind study in patients with schizophrenia, schizophreniform
disorder, or schizoaffective disorder comparing fixed doses of 10, 20, and 40 mg/d, statistically
significant differences were seen between doses for the following: baseline to endpoint weight gain,
10 vs 40 mg/d; incidence of treatment-emergent prolactin elevations >24.2 ng/mL (female) or
>18.77 ng/mL (male), 10 vs 40 mg/d and 20 vs 40 mg/d; fatigue, 10 vs 40 mg/d and 20 vs 40 mg/d;
and dizziness, 20 vs 40 mg/d.

Vital Sign Changes—Oral olanzapine was associated with orthostatic hypotension and tachycardia
in clinical trials. Intramuscular olanzapine for injection was associated with bradycardia, hypotension,
and tachycardia in clinical trials (see PRECAUTIONS).

Weight Gain—In placebo-controlled 6-week schizophrenia studies, weight gain was reported in
5.6% of oral olanzapine patients (average 2.8-kg gain) compared to 0.8% of placebo patients (average
0.4-kg loss); 29% of olanzapine patients gained >7% of their baseline weight, compared to 3% of
placebo patients. During continuation therapy (238 median days of exposure), 56% of patients met the
criterion for having gained >7% of their baseline weight. Average gain during long-term therapy was 5.4 kg.

Laboratory Changes—Olanzapine is associated with asymptomatic increases in SGPT, SGOT, and
GGT and with increases in serum prolactin and CPK (see PRECAUTIONS). Asymptomatic elevation of
eosinophils was reported in 0.3% of olanzapine patients in premarketing trials. There was no indication
of a risk of clinically significant neutropenia associated with olanzapine in the premarketing database.

In clinical trials among olanzapine-treated patients with baseline random triglyceride levels of
<150 mg/dL (N=659), 0.5% experienced triglyceride levels of =500 mg/dL anytime during the trials. In
these same trials, olanzapine-treated patients (N=1185) had a mean triglyceride increase of 20 mg/dL
from a mean baseline of 175 mg/dL. In placebo-controlled trials, olanzapine-treated patients with
baseline random cholesterol levels of <200 mg/dL (N=1034) experienced cholesterol levels of
=240 mg/dL anytime during the trials more often than placebo-treated patients (N=602; 3.6% vs
2.2% respectively). In these same trials, olanzapine-treated patients (N=2528) had a mean increase of
0.4 mg/dL in cholesterol from a mean baseline of 203 mg/dL, which was significantly different
compared to placebo-treated patients (N=1415) with a mean decrease of 4.6 mg/dL from a mean
baseline of 203 mg/dL.

ECG Changes—Analyses of pooled placebo-controlled trials revealed no statistically significant
olanzapine/placebo differences in incidence of potentially important changes in ECG parameters,
including QT, QTc, and PR intervals. Olanzapine was associated with a mean increase in heart rate of
2.4 BPM compared to no change among placebo patients.

Other Adverse Events Observed During Clinical Trials—The following treatment-emergent events
were reported with oral olanzapine at multiple doses =1 mg/d in clinical trials (8661 patients,
4165 patient-years of exposure). This list may not include events previously listed elsewhere in
labeling, those events for which a drug cause was remote, those terms which were so general as to be
uninformative, and those events reported only once or twice which did not have a substantial
probability of being acutely life-threatening. Frequent events occurred in =1/100 patients; infrequent
events occurred in 1/100 to 1/1000 patients; rare events occurred in <1/1000 patients. Body as a
Whole—Frequent: dental pain, flu syndrome; Infrequent: abdomen enlarged, chills, face edema,
intentional injury, malaise, moniliasis, neck pain, neck rigidity, pelvic pain, photosensitivity reaction,
suicide attempt; Rare: chills and fever, hangover effect, sudden death. Cardiovascular—Frequent:
hypotension; Infrequent: atrial fibrillation, bradycardia, cerebrovascular accident, congestive heart
failure, heart arrest, hemorrhage, migraine, pallor, palpitation, vasodilatation, ventricular extrasystoles;
Rare: arteritis, heart failure, pulmonary embolus. Digestive—Frequent: flatulence, increased salivation,
thirst; Infrequent: dysphagia, esophagitis, fecal impaction, fecal incontinence, gastritis, gastroenteritis,
gingivitis, hepatitis, melena, mouth ulceration, nausea and vomiting, oral moniliasis, periodontal abscess,
rectal hemorrhage, stomatitis, tongue edema, tooth caries; Rare: aphthous stomatitis, enteritis,
eructation, esophageal ulcer, glossitis, ileus, intestinal obstruction, liver fatty deposit, tongue
discoloration. Endocrine—Infrequent: diabetes mellitus; Rare: diabetic acidosis, goiter. Hemic and
Lymphatic—Infrequent: anemia, cyanosis, leukocytosis, leukopenia, lymphadenopathy, thrombocytopenia;
Rare: normocytic anemia, thrombocythemia. Metabolic and Nutritional—Infrequent: acidosis, alkaline
phosphatase increased, bilirubinemia, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia,
hyperuricemia, hypoglycemia, hypokalemia, hyponatremia, lower extremity edema, upper extremity
edema; Rare: gout, hyperkalemia, hypernatremia, hypoproteinemia, ketosis, water intoxication.
Musculoskeletal—Frequent: joint stiffness, twitching; /nfrequent: arthritis, arthrosis, leg cramps,
myasthenia; Rare: bone pain, bursitis, myopathy, osteoporosis, rheumatoid arthritis. Nervous
System—rFrequent: abnormal dreams, amnesia, delusions, emotional lability, euphoria, manic reaction,
paresthesia, schizophrenic reaction; /nfrequent: akinesia, alcohol misuse, antisocial reaction, ataxia,
CNS stimulation, cogwheel rigidity, delirium, dementia, depersonalization, dysarthria, facial paralysis,
hypesthesia, hypokinesia, hypotonia, incoordination, libido decreased, libido increased, obsessive
compulsive symptoms, phobias, somatization, stimulant misuse, stupor, stuttering, tardive dyskinesia,
vertigo, withdrawal syndrome; Rare: circumoral paresthesia, coma, encephalopathy, neuralgia,
neuropathy, nystagmus, paralysis, subarachnoid hemorrhage, tobacco misuse. Respiratory—
Frequent: dyspnea; Infrequent: apnea, asthma, epistaxis, hemoptysis, hyperventilation, hypoxia,
laryngitis, voice alteration; Rare: atelectasis, hiccup, hypoventilation, lung edema, stridor. Skin and
Appendages—Frequent: sweating; Infrequent: alopecia, contact dermatitis, dry skin, eczema,
maculopapular rash, pruritus, seborrhea, skin discoloration, skin ulcer, urticaria, vesiculobullous rash;
Rare: hirsutism, pustular rash. Special Senses—Frequent: conjunctivitis; /nfrequent: abnormality of
accommaodation, blepharitis, cataract, deafness, diplopia, dry eyes, ear pain, eye hemorrhage, eye
inflammation, eye pain, ocular muscle abnormality, taste perversion, tinnitus; Rare: corneal lesion,
glaucoma, keratoconjunctivitis, macular hypopigmentation, miosis, mydriasis, pigment deposits lens.
Urogenital—Frequent: vaginitis*; Infrequent: abnormal ejaculation,” amenorrhea,* breast pain,
cystitis, decreased menstruation,* dysuria, female lactation,* glycosuria, gynecomastia, hematuria,
impotence,* increased menstruation,” menorrhagia,” metrorrhagia,* polyuria, premenstrual
syndrome,* pyuria, urinary frequency, urinary retention, urinary urgency, urination impaired, uterine
fibroids enlarged,* vaginal hemorrhage*; Rare: albuminuria, breast enlargement, mastitis, oliguria.
(*Adjusted for gender.)

The following treatment-emergent events were reported with intramuscular olanzapine for injection
at one or more doses =2.5 mg/injection in clinical trials (722 patients). This list may not include events
previously listed elsewhere in labeling, those events for which a drug cause was remote, those terms
which were so general as to be uninformative, and those events reported only once or twice which did
not have a substantial probability of being acutely life-threatening. Body as a Whole—Frequent:
injection site pain; /nfrequent: abdominal pain, fever. Cardiovascular—Infrequent: AV block, heart
block, syncope. Digestive—Infrequent: diarrhea, nausea. Hemic and Lymphatic— Infrequent: anemia.
Metabolic and Nutritional—Infrequent: creatine phosphokinase increased, dehydration, hyperkalemia.
Musculoskeletal—Infrequent: twitching. Nervous System—Infrequent: abnormal gait, akathisia,
articulation impairment, confusion, emotional lability. Skin and Appendages—Infrequent: sweating.

Postintroduction Reports—Reported since market introduction and temporally (not necessarily
causally) related to olanzapine therapy: allergic reaction (eg, anaphylactoid reaction, angioedema,
pruritus or urticaria), diabetic coma, jaundice, neutropenia, pancreatitis, priapism, rhabdomyolysis, and
venous thromboembolic events (including pulmonary embolism and deep venous thrombosis). Random
cholesterol levels of =240 mg/dL and random triglyceride levels of 1000 mg/dL have been reported.

DRUG ABUSE AND DEPENDENCE: Olanzapine is not a controlled substance.

ZYPREXA is a registered trademark of Eli Lilly and Company. ZYDIS is a registered trademark of
Cardinal Health, Inc. or one of its subsidiaries.
Literature revised November 30, 2006

PV 5197 AMP PRINTED IN USA
7 Eli Lilly and Company
Indianapolis, IN 46285, USA
www.ZYPREXA.com
ZYPREXA® (Olanzapine Tablets)
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Psych Oral Board Tutorials

Now, 3-day practice orals
course limited to 20 students

@ Opening sessions will teach oral exam skills
Fees include doing two practice oral exams
One live-patient and one video taped interview

Each exam is 1% hours — time enough for hour
interview and exam as well as faculty evaluation

L 2R R 2

2

Senior faculty include former board examiners
Weekend 11 weeks before your oral boards

March 31-April 2 — Atlanta
@ In board exam city just before your oral boards
May 3-5 — New York
June 5-7 — Indianapolis
September 6-8 — Milwaukee

€ You may buy extra private and public practice
exams based on patient interview or videotape

2

www.psychtutor.net/m73a  800-285-3283

When you positively must pass

Incorporating the Journal of Psychotherapy Practice and Research
Published four times per annum: American Journal of Psychotherapy
Belfer Center, Room 405 » 1300 Morris Park Avenue * Bronx, NY 10461

Telephone: (718) 430-3503, FAX: (718) 430-8907
il: i j g; Web site: wwy




For attention deficit hyperactivity disorder (ADHD)

Achievin ng o Dalance
of efficaly and Sufoky

CONCERTA?® delivers results that matter

| » Children with ADHD completed more math problems
| accurately with CONCERTA" than with placebo’

* CONCERTA" reduced ADHD symptoms to comparable
-~ & b levels in children with and without comorbid 0DD/CD™

. / * CONCERTA" significantly reduced symptoms of ADHD
in adolescents’®

. v f‘ * CONCERTA" helped improve interactions between
- ( adolescent patients and their parents®

* Demonstrated safety for up to 2 years in children

*000=0ppositional Defiant Disorder; CO=Conduet Disorder

Important Safety Information
CONCERTA® is indicated for the treatment of ADHD in -:".hil-'1re.r| cause new psychatic or manic symptoms; discontinuation
of treatment may be appropriate. Aggressive behavior or
hostility should be monitored in patients beginning treatment
Methylphenidate may produce difficulties with accommodation
5, Of rarr'nln‘I f Tourette's 51,.'r1r_ln_|ma_a._ current/recent use and blurring of vision. Hematologic monitoring i1s advised
of monoaming o whibitors (MAQIs). Children under 6 years during prolonged therapy

of age should not t *ONCERTA®. Abuse of methviohenida )
. a':'l_[' ouid no CONCERTA®. AL = - The most common adverse events reported in Ehlldn'n ;igml
may lead to dependence B to 12 years receiving up to 54 mg w
upper respiratony tract infection (8%}, and abdominal pain [7%)
The most common adverse events reported in adolescents
receiving up to 72 mg were headache {3%), accidental injury |

severe gastrointestinal nar g, known structural cardiac and insomnia (5%
abnormalities, or other serious heart problems. Stimulants may

i = DNCE-DAILY
Please see brief summary of full prascribing information

methyliphenidate HCI C
vl s iy (M Py, [T g, Mo, Wiy

Delivering results that matter

For more information, call 1-888-440-7903 or visit www.concerta.net
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KNOWTHEFACTS

L

of all patients had the metabolic
syndrome at baseline in the landmark
CATIE schizophrenia study.’

Be aware.
Screen and monitor your patients.
Make a difference.

D



KNOWTHEFACTS

13% of patients had diabetes in the
landmark CATIE schizophrenia study
at haseline—

than in the general population.?

Be aware.
Screen and monitor your patients.
Make a difference.

Horor

References: 1. McEvoy JF, Mayer JM, Goff DC, et al. Prevalence of the metabolic syndrome In patients with schizephrenia :
baseline results from the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) schizophrenia trial and
comparison with national estimates from NHANES 1, Schizophr Res. 2005:80:19-32. 2. Goff DC, Sullivan LM,
McEvoy JP, et al. A comparison of ten-year cardiac risk estimates in schizophrenia patients from the CATIE study and

matched controls. Schizophr Res. 2005;80:45-53,
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Physicians who elect to use AB
for extended periods should periodically
re-evaluate the long-term usefulness
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In schizophrenia or bipolar mania

ABILIFY" (aripiprazole) Injection
Rapidly Controls Agitation’

Significant reduction in symptoms of agitation in schizophrenia
as measured by PANSS™-EC score’

Time After First Intramuscular (IM) Injection (min)
5 0 30 45 60 90 120
a
ion 5 oms
£ Significant reduction of B Aekaton Syt
& 2 agitation at primary endpoint z Measured:
o {2 hours) vs placebo =
m Hostil
; < e
I =)
& (= = Uncooperativeness
g # o
g : . £ u Poor Impulse
€ 8 —_ Control
=
40 u Tension
W ABILIFY 9.75 mg (n=175) B Haloperidol 6.5 mg (n+185) M Placebo (n+58) ® Excitement
Mean baseline scores: ABILIFY 18.82, haloperidol 18.79, placcho 18.74 TP<0.05 vs placebo

Adapted from Andrezina et al. Pochopharmacology (Berd), 2000,
*Last observation carried forward

See study description on nexr page.

PANSS™-EC=Positive and Negartive Syndrome Scale Excited € omponent,
PAMNSS™ is a trademark of Mult-Health Svstems, Ind

ABILIFY Injection is indicated for the treatment of agitation associated with schizophrenia or bipolar mania

ABILIFY is also indicated for the treatment of schizophrenia including maintaining stability in patients
who had been sympromarically stable on other antipsychotic medications for periods of 3 months or
longer and observed for relapse during a period of up to 26 weeks.

Elderly patients with dementia-related trsychasn treated with atypical antipsychotic drugs are at
an increased risk (1.6 to 1.7 times) of death compared to placebo (4.5% vs 2.6%, respectively).
ABILIFY is not approved for the treatment of patients with dementia-related psychosis.

A=

Please see IMPORTANT SAFETY INFORMATION, ]
including Boxed WARNING, on next page. AI}]- I"II‘ Y
{.'lrlplpr.'un]n.‘}
INJECTION 975 mg/13 ml

HELP ILLUMINATE THE PERSON WITHIN



IMPORTANT SAFETY INFORMATION for ABILIFY® (aripiprazole)

Eldesly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk (1,6 1w 1.7
times) of death compared to placebo (4.5% vs 2.6%, respectively).,
ABILIFY is not approved for the treatment of patients with

B Hyperglycemia and diabetes mellivus—Hyperglycemia, in
some cases associated with ketoacidosis, coma, or death, has
been reported in patients ereaved with arypical antipsychotics
including ABILIFY. Patients with diabetes should be
monitored for worsening of glucose control; those with risk

I Neuroleptic malignant syndrome (NMS)-As with all
.lntips:,':l!:mic medications, a rre and potentially faral
condition known as NMS has been reported with ABILIFY,
NMS can cause hyperpyrexin, muscle rigidiey, diaphoresis,
tachycardia, irregular pulse or blood pressure, cardiae dys-
thythmia, and aEr:m:I mental status, [F signs and symptoms
appear, immediate discontinuation is recommended
Tardive dyskinesia (TD)-The risk of developing TD and
the potential for it 1o become irreversible may increase as
the duration of tresrment and the wral cumulative dose
increase. Prescribing should be consistent with the need
to minimize T, IF signs and symptoms appear,
discontinuation should be considered since T may
remit, partially or complerely
Cercbrovascular adverse events (e, stroke, transient
ischemic attack), including faralities, have been reparted at
an increased incidence in clinical wrials of elderly patients
with dementia-related paychosis treated with ABILIFY

factors for diaberes should undergo baseline and periodic
fasting blood glucose testing. Patients who develo
symproms of hyperglycemia should also undergo f[:m'mg
blood glucose testing. There have been few reports of
h_-,-pcrgﬁc:mi.t with ABILIFY

Treatment-emergent adverse events reported with:

ABILIFY Oral

In short-term trials of patients with schizophrenia {up 10

6 weeks) or bipolar disorder (up o 3 weeks), the following
were reported at an incidence 210% and greater than
placebo, respectively: headache (30% vs 25%]),

anxiety (20% vs 17%), insomnia (19% vs 14%),

nausea {16% vs 12%), vamiting {12% vs 6%),

dizziness (11% vs B%), constipation {1 1% vs 7%),

dyspepsia (10% vs 8%), and akathisia {10% vs 4%).
ABILIFY Injection

In short-term (24 hour) erials, the following were reported at
an incidence 25% and greater than placebo, respectively:
headache (12% vs 7%}, nausea (9% vs 3%), dizziness (8% vs

59%), and somnolence (7% vz 4%,

ABILIFY"(aripiprazole)

offers your patients:

® Rapid control of agitation™'

@ Early and sustained symptom control
“ Low potential of unwanted sedation
“ Favorable weight and lipid profile

= In a 52-week schizophrenia trial, the percentage of patients
with 27% increase in baseline body weight was 30% for
those with BMI <23, 19% for those with
BMI 23 to 27, and 8% for those with BMI >27.

“With ABILIFY Injection ar primary endpoint (2 hours).

Physicians who elect to use ABILIFY for extended periods should periodically
re-evaluate the long-term usefulness of the drug for the individual patient.

Stmdy Dencripaismn; Reference
Dirbli-hlisd, placetwr-onmemdbal, rendnmsd, muliseneer vidy conduod wich 448 panemn b Andrening B, fosiassen R Marcus B, e ol Ensamisculr appipeasole foe ehe teeatment
IF monedind. concmmitan: hemsodisseping (heeaepam |4 myghbey] oo egqubvalent) coubd e o et whiaopdionia of schisafTrotive diosdir: @ douisle-bind, placeb-cosnlled

wilmiandiimrod ab leaie (0 minwie sber ihe socond inproven. Afiey complesimg the 243y 1M
jrhase, patsenen morived blinided oral sabio swdy moleation oomesponding s their iniial
tressment arm for 4 oy Palenis nsdamibned ta artpipesmle or ph.cflm. stanng the 24- bt
|0 phass rocrreed 1 $-mg aripipeaocde aral eables (wich che option of degreaing o [1-mg
srpipraznls haand on dinical judgmen .
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Please see accompanying Brief Summary of FULL PRESCRIBING INFORMATION, including Boxed WARNING, for ABILIFY on following pages.

o Bristol Myers Squibh () Otsuka Amarien Pharmacautical, Ine.
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ABILIFY® (aripiprazole) TABLETS Rx onty

ABILIFY® (aripiprazole) ORAL SOLUTION
ABILIFY® DISCMELT™ (aripiprazole) Orally Disintegrating Tablets
ABILIFY® (aripiprazole) INJECTION FOR INTRAMUSCULAR USE ONLY

BRIEF SUMMARY: PLEASE CONSULT PACKAGE INSERT FOR COMPLETE
PRESCRIBING INFORMATION.

Information for Patients: Physicians are advised to discuss the following issues with patients for whom
they prescribe ABILIFY (aripiprazole). See Full Prescribing Information for the complete information to
discuss with patients taking ABILIFY:

Interference with Cognitive and Motor Performance: Patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably certain that ABILIFY does not
affect them adversely.

Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend to
become pregnant during therapy with ABILIFY.

g: Patients should be advised not to breast-feed an infant if they are taking ABILIFY.

INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementla-relaled psychosis treated with alyplcal antipsychotic drugs are at an
increased risk of death 1o placebo. of seventeen pl: ,......w.. trials (modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of
between 1.6 to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10-week
controlled trial, the rate of death in drug-treated patients was about 4.5%, compared o a rate of
about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths
appeared to be either cardiovascular (eg, heart failure, sudden death) or mfectlous (eq, pneumonia)
in nature. ABILIFY is not approved for the treatment of pahenls with dementia-related psychosis.

CONTRAINDICATIONS: Known hypersensitivity to aripiprazole

WARNINGS: Increased Mortality In Elderly Patients With Dementia-Related Psychosis - Elderly
patients with dementia-related psychosis treated with i ic drugs are at an
inereased risk of death compared to placebo. ABILIFY (arlplprazoie) |s not approved for the
treatment of patients with dementia-related psychesis (see Boxed WARNING).

ptic Malignant Sy NMS): | y fatal NMS has been reported in association with
administration of antipsychotic drugs, including ABILIFY. Glinical manifestations of NMS are hyperpyrexia,
muscle rigidity, altered mental status, and evidence of autonomic instability (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated
creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal faiture. If signs and symptoms
appear, immediate discontinuation is recommended {see Full Prescribing Information for additional
information on management of NMS). Patients requiring antipsychotic drug treatment after recovery from
NMS should be carefully monitored since recurrences of NMS have been reported.

Tardive Dyskinesia (TD): Potentially rreversible TD may develop in patients freated with antipsychotic
drugs. Although the prevalence of TD appears to be highest among the elderly, especially elderly women, it
is impossible to predict which patients are more likely to develop the syndrome. The risk of developing TD
and the potential for it to become irreversible may increase as the duration of treatment and the total
cumulative dose increase. Prescribing should be consistent with the need to minimize TD. If signs and

appear, discontinuation should be considered since TD may remit, partially or cc

Concomitant Medication: Patients should be advised to inform their physicians if they are taking, or
plan to take, any prescription or over-the-counter drugs, since there is a potential for interactions.

Heat Exposure and Dehydration: Patients should be advised regarding appropriate care in avoiding
overheating and dehydraiion

is @ component of aspartame. Each ABILIFY DISCMELT orally
dismtegraiing tablet contains the following amounts: 10 mg - 1.12 mg phenylalaning and 15 mg - 1.68 mg
phenylalanine.

Sugar Content; Patients should be acvised that each mL of ABILIFY oral solution contains 400 mg of sucrose
and 200 mg of fructose.

Drug Interactions: Use caution when ABILIFY is taken in combination with other centrally acting drugs
and alcohol. ABILIFY may enhance the effect of certain antihypertensive agents. ABILIFY is unlikely to
cause clinically important drug interactions mediated by the enzymes CYP1A1, CYP1A2, CYP2AS,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2ET enzymes. /n vivo studies using 10- to 30-mg/day doses
of aripiprazole had no significant effect on metabolism by CYP2D6 (dextromethorphan), CYP2CY
(warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4 (dextromethorphan) substrates. No ciinically
significant effect of famotidine, valproate, or lithium was seen on the pharmacokinetics of aripiprazole.

Inducers of CYP3A4 (eg, carbamazepine) could cause an increase in aripiprazole clearance and fower
blood levels. When a GYP3A4 inducer is added to ABILIFY, the dose of ABILIFY should be doubled.
Additional dose increases should be based on clinical evaluation. When the CYP3A4 inducer is withdrawn
from combination therapy, the ABILIFY dose should be reduced.

Carbamazepine: Goadministration of carbamazepine (200 mg BID} with ABILIFY (30 mg QD) resuited in
an approximate 70% decrease in Cpay and AUC values of aripiprazole and its active metabolite, dehydro-
aripiprazole.

Inhibitors of GYP3A4 (eg, ketaconazole) or GYP2D#6 (e, quinidine, fluoxeting, or paroxeting) can inhibit the
elimination of aripiprazole and cause increased blood levels. When a strong CYP3A4 or CYP2D6 inhibitor is
added to ABILIFY, the dose of ABILIFY should be reduced ta one-half of the usual dose. When the CYP3A4 or
CYP2D6 inhibitor is withdrawn from the combination therapy, the ABILIFY dose should then be increased.

Antipsychotic treatment, itself, may suppress (or partially suppress) the signs and symptoms of the
syndrome and, thereby, may possibly mask the underlying process. Chronic antipsychotic treatment should
generally be reserved for patients who suffer from a chronic illness that (1) is known to respond to
antipsychetic drugs, and (2) for whom alternative, equally effective, but potentially less harmful treatments
are not available or appropriate. The need for continued treatment should be reassessed periodically.

Gerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related
Psychosis: In placebo-controlied clinical studies (two flexible-dose and one fixed-dose study) of dementia-
velated psychosis, there was an increased incidence of cerebrovascular adverse evens (eg, stroke, fransient
ischemic aﬁack) including fatalities, in aripiprazole-treated patients. In the fixed-dose study, there was a

dose respi relationship for cer lar adverse events in patients treated with
aripiprazole. ABILIFY is not approved for the treatment of patients with dementia-related psychosis. {See also
Boxed WARNING, WARNINGS and PRECAUTIONS in Full Prescribing Information.)

Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases associated with ketoacidosis,
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics |nc|ud|ng
ABILIFY. Assessment of the relationship between atypical antipsychotic use and glucose abnormalities is
complicated by the possibility of an increased background risk of diabetes mellitus in patients with schizophrenia
and the increasing incidence of diabetes mellitus in the general population. Patients diagnosed with diabetes
who are started on atypical antipsychotics should be monitored regularly for worsening of glucose control;
patients with risk factors for diabetes should underge baseline and periodic fasting blood glucose (FBG) testing.
Any patient being treated with an atypical antipsychotic should be monjtored for symptoms of hyperglycemia
and those who develop symptoms of hyperglycemia should also undergo FBG testing.

PRECAUTIONS: General:

Orthostatic Hypotension: ABILIFY may be associated with orthostatic hypotension, perhaps due to its
ay-adrenergic receptor antagonism. The incidence of orthostatic hypotension-associated events from five
short-term, placebo-controlled trials in schizophrenia (n=926) on oral ABILIFY included: orthostatic
hypotension (1.9%), postural dizziness (0.8%), and syncope (0.6%). The incidence of orthostatic
hypotension-associated events from short-term, placebo-controlled trials in bipolar mania (n=597) on oral
ABILIFY included: orthostatic hypotension (0.7%), postural dizziness (0.5%), and syncope (0.3%). The
incid of orthostatic hyp jon-associated events from short-term, placebo-controlled trials in
agitation associated with schizophrenia or bipolar mania (n=501) on ABILIFY Injection included: orthostatic
hypotension (0.6%), posturat dizziness (0.2%), and syncope (0.4%). The incidence of a significant
orthostatic change in blood pressure {defined as a decrease of at least 30 mmHg in systolic blood pressure
when changing from a supine to standing position) for aripiprazole was not statistically different from
placebo in trials in patients with schizophrenia, bipolar mania, or agitation associated with schizophrenia or
bipolar mania. ABILIFY should be used with caution in patients with known cardiovascular disease ¢history
of myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities),
cerebrovascular disease, or conditions which would predispose patients to hypotension (dehydration,
hypovolemia, and treatment with antihypertensive medications). If parenteral benzodiazepine therapy is
deemed necessary in addition to ABILIFY Injection treatment, patients should be monitored for excessive
sedatior and for orthostatic hypoiension.

Seizures: In short-term trials, seizures/convulsions occurred in 0.1% (1/926) of oral aripiprazole-treated
patients with schizophrenia, in 0.3% (2/597) of oral aripiprazole-treated patients with bipolar mania, and in
0.2% (1/501) of aripiprazole injection-treated patients with agitation associated with schizophirenia or bipolar
mania. Use cautiously in patients with a history of seizures or with conditions that lower the seizure threshold.
Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or older.

Potential for Cognitive and Motor Impairment: Despite the relatively modest increased incidence of
somnolence compared to placebo, ABILIFY, like other antipsychotics, may have the potential to impair
judgment, thinking, or motor skilis. In short-term trials, somnolence {including sedation) was reported in
10% of patients with schizophrenia on oral ABILIFY compared to 8% of patients on placebo; 14% of
patients with bipolar mania on oral ABILIFY compared to 7% of patients on placebo; and in 9% of patienis
with agitation associated with schizophrenia or bipolar mania on ABILIFY Injection compared o 6% of
patients on placebo. Patients should be cautioned about ing hazardous
ifes, until they are bly certain that therapy with 'ABILIFY does not affect them adversely

Body Temperature Regulation: Disruption of body temperature regulation has been attributed to
antlpsychotic agents. Use appropriate care when prescribing aripiprazole for patients who will be
experiencing conditions that may contribute to an in core body temp

Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use,
including ABILIFY. A isa cause of morbidity and mortality in patients with
advanced Alzheimer's disease. ABILIFY and other antipsychotic drugs should be used cautiously in patients
at risk for aspiration pneumonia.

Suicide: The possmiiity of a suicide attempt is inherent in psychotic illnesses and bipolar disorder, and
close supervision of high-risk patients should accompany drug therapy. Prescriptions for ABILIFY should be
written for the smallest quantity consistent with good patient management,

Use in Patients with Concomitant lliness: Clinical experience with ABILIFY in patients with certain
concomitant systemic illnesses is limited. ABILIFY has not been evaluated or used to any appreciable
extent in patients with a recent history of myocardial infarction or unstable heart disease.

In three, 10-week, placebo-controlied studies of aripiprazole in elderly patients with psychosis associated
with Alzheimer’s disease (n=938), the treatment-emergent adverse events that were reported at an incidence
of =3% and aripiprazole incidence at least twice that for placebo were iethargy, somnolence (including
sedation), incontinence (primarily, urinary i and li ABILIFY is

not approved for treatment of patients with dementia-refated psychosis. If the prescriber elects to treat such
patients with ABILIFY, vigilance should be exermsed parhculariy for the emergence of difficulty

ation of ket (200 mg/day for 14 days} with a 15-mg single dose of
ABILIFY |ncreased the AUG of aripiprazole and its active metabolite by 63% and 77%, respectively.

Quinidine: Coadministration of a 10-mg single dose of ABILIFY with quinidine (166 mg/day for 13 days}
increased the AUC of aripiprazole by 112% but decreased the AUC of its active metabolite, dehydro-
aripiprazole, by 35%.

Algohol: There was no significant difference between aripiprazole coadministered with ethanof and placebo
coadministered with ethanol on performance of gross motor skills or stimulus response in heaithy subjects.
As with most psychoactive medications, patients shoutd be advised to avoid alcohof while taking ABILIFY.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were
conducted in ICR mice and in Sprague-Dawley (SD) and F344 rats. Aripiprazole was administered for
2 years in the diet at doses of 1, 3, 10, and 30 mg/kg/day to ICR mice and at 10, 20, 40, 60 mg/kg/day (3 to
19 fimes the maximum recommended human dose [MRHD] based on mg/mQ) to SD rats and 1, 3, and
10 mg/kg/day to F344 rats (0.2 to 5 and 0.3 to 3 times the MRHD based on mg/m2, respectively) In
addition, SD rats were dosed oralty for 2 vears. Aripiprazole did not induce tumors in male mice or rats. In
female mice, the incidences of pituitary gland adenomas and mammary gland adenocarcinomas and
adenoacanthomas were increased at dietary doses of 3 to 30 mg/kg/day (0.1 to 0.9 times human exposure
at MRHD based on AUC and 0.5 to 5 times the MRHD based on mg/m?). In female rats, the incidence of
mammary giand fibroadenomas was increased at a dietary dose of 10 mg/kg/day (0 1 times human
exposure at MRHD based on AUC and 3 times the MRHD based on mg/m2); and the mmdences of
adrenocortical carcinomas and combined adrenocortical adenomas/ were d at an oral
dose of 60 mg/kg/day (14 times human exposure at MRHD based on AUC and 19 times the MRHD based on
mg/m2). These findings are considered to be prolactin-mediated. increases in serum prolactin were
observed in a 13-week dietary study in female mice at doses used in the carcinogenicity study. Serum
prolactin was not increased in a 4- and 13-week dietary study in female rats. The relevance for human risk
of prolactin-mediated endocrine tumors in rodents is unknown. Mutagenesis: Aripiprazole and a metabolite
(2,3-DCPP) were clastogenic in the i vitro chromosomal aberration assay in Chinese hamster fung (CHL)
cells, with and without metabolic activation. The metabolite, 2,3-DCPP, produced increases in numericat
aberrations in the i7 vitre assay in CHL celis in the absence of metabalic activation. A positive response was
obtained in the in vivo micronucleus assay in mice; however, the response was shown to be due to a
mechanism not considered relevant to humans. impairment of Fertility: Female rats were treated with oral
doses of 2, 6, and 20 mg/kg/day (0.6, 2, and 6 times the MRHD on an mg/m? basis} of aripiprazole from
2 weeks prior to mating through day 7 of gestation. Estrus cycle irregularities and increased corpora futea
were seen at all doses, but no impairment of fertility was seen. Increased pre-implantation loss was seen at
6 and 20 mg/kg, and decreased fetal weight was seen at 20 mg/kg. Male rats were treated with oral doses
of 20, 40, and 60 mg/kg/day (6, 13, and 19 times the MRHD on an mg/m? basis) of aripiprazole from
9 weeks prior to mating through mating Disturbances in spermatogenesis were seen at 60 mg/kg, and
prostate atrophy was seen at 40 and 60 mg/kg, but no impairment of fertility was seen.

Pregnancy Category C: There are no adequate and weli-controlled studies in pregnant women.
Aripiprazote should be used in pregnancy only if the potential benefit justifies the potential risk to the
fetus. In animal studies, aripiprazole demonstrated developmental toxicity, including possible teratogenic
effects in rats and rabbits.

Labor and Delivery: The effect of aripiprazole on labor and delivery in humans is unknown.

Nursing Mothers: Aripiprazole was excreted in milk of rats during lactation. It is not known whether
aripiprazole or its metabolites are excreted in human milk. it is recommended that women receiving
aripiprazole should not breast-feed.

Pediatric Use: Safety and effectiveness in pediatric and adolescent patients have not been established.

Geriatric Use: Placebo-controlled studies of oral aripiprazole in schizophrenia or bipolar mania did not
include sufficient numbers of subjects aged 65 and over to determine whether they respond differently
from younger subjects. There was no effect of age on the pharmacokinetics of a single 15-mg dose of
aripiprazole. Aripiprazole clearance was decreased by 20% in elderly subjects (=65 years) compared to
younger adult subjects (18 fo 84 years), but there was no detectable effect of age in the population

inetic analysis in schi enia patients. Studies of elderly patients with psychosis associated
with Alzheimer's disease have suggested that there may be a different tolerability profile in this
population compared to younger patients with schizophrenia. (See also Boxed WARNING, WARNINGS
and PRECAUTIONS in Full Prescribing Information.)

ADVERSE REACTIONS

Anpiprazole has been evaluated for safety in 8456 patients who participated in multiple-dose, clinical
trials in schizophrenia, bipolar mania, and dementia of the Alzheimer’s type, and who had apprOX|mately
5635 patient-years of exposure fo oral aripiprazole and 749 patients with exposure to aripiprazole
injection. A total of 2442 patients were treated with oral aripiprazole for at least 180 days and 1667
patients treated with oral aripiprazole had at least 1 year of exposure.

Adverse Events Associated with Discontinuation of Treatment: Overall, there was little difference in the
incidence of discontinuation due to adverse events in placebo-controlled oral aripiprazole trials (aripiprazole
vs placebo: schizophrenia, 7% vs 9%; bipolar mania, 11% vs 9%; or in placebo-controlled intramuscular
aripiprazole injection trials (aripiprazole injection, 0.8%; ptacebo 0.5%). The types of adverse events that led
1o discontinuation were simifar between the oral aripiprazole and placebe-treated patients.

Commeonly Observed Adverse Evenis: (=5% incidence and at a rate at least twice the rate of placebo for
ABILIFY vs placebo, respectively): In-4- to 6-week, placebo-controlled, schizophrenia trials (2 to 30 mg/day),
the one commonly observed adverse event associated with the use of oral aripiprazole was: akathisia
(8%, 4%). In 3-week, placebo-controlled, bipolar mania frials (15 or 30 mg/day), the most common adverse
events associated with oral aripiprazole were: akathisia (15%, 3%), constipation (13%, 6%), sedation
(8%, 3%), tremor (7%, 3%), resﬂessness (6%, 3%), extrapyramldai disorder (5%, 2%). In 24-hour placebo-

excessive somnolence which could predi | injury o ion (See Boxed WARNING
WARNINGS and CIJNIGAL PHARMACOLOGY: Speclai Populations in FuII Prescnbmg Information.)

irials of i injection for agitation associated with schizophrenia or bipolar
mania, nausea was the one adverse event observed 9%, 3%).

Adverse Events with an Incidence =2% in Oral Aripiprazole Trials: The following treatment-emergent



events were reported at an incidence of =2% with oral aripiprazole (doses =2 mg/d), and at a greater
incidence with aripiprazole than with placebo in short-term placebo-controlled trials (aripiprazole N=1523,
placebo N=849), respectively, were: headache (30%, 25%), anxiety (20%, 17%), insomnia (19%, 14%),
nausea (16%, 12%), vomiting (12%, 6%), dizziness (11%, 8%}, constipation (11%, 7%), dyspepsia (10%,
8%), akathisia (10%, 4%), sedation (7%, 4%), fatigue (6%, 5%), extrapyramidal disorder (6%, 4%),
somnolence (5%, 4%), dry mouth (5%, 4%}, arthralgia (5%, 4%), tremor (5%, 3%), restlessness (5%, 3%),
pharyngolaryngeal pain (4%, 3%), pain in extremity (4%, 2%), cough (3%, 2%), nasal congestion
(3%, 2%}, abdominal discomfort (3%, 2%), stomach discomfort (3%, 2%), pain (3%, 2%), vision blurred
(3%, 1%), salivary hypersecretion (2%, 1%}, peripheral edema (2%, 1%), hypertension (including blood
pressure increased) (2%, 1%). The following events were reported by patients treated with oral aripiprazole
with an incidence equal to or less than placebo: diarrhea, toothache, upper abdominal pain, abdominal

count increased, platelet count increased, red blood cell count decreased, white blood cell count
decreased, white blood cells urine positive, bacteria urine identified, blood lactate dehydrogenase
increased, blood potassium increased, neutraphil count decreased, urine output decreased, blood creatine
phosphokinase MB increased, ECG signs of myocardial ischemia, electrocardiogram T-wave inversion,
heart rate decreased, tuberculin test positive, glucose urine present, glycosylated haemogiobin increased,
glucose tolerance decreased glycosylated haemoglobin decreased, muscle enzyme increased.
Metabolism and Nutrition Drsorders Frequent - decreased appetite (includrng diet refusal, markedfy
reduced dietary intake), dehydration; infrequent - anorexia, increased appetite, hypercholesterolaemia
hypokalagmia, hyperglycaemia, diabetes mellitus, hypogiycaemia, hyponatremia, diabetes mellitus non-
insulin-dependent, hyperlipidaemia, obesity (including overweight), polydipsia; Rare -
hypertriglyceridaemia, gout, hypernatraemia, weight fluctuation, diabetes mellitus inadequate control.
M | and Connective Tissue Disorders: Frequent - musculoskeletal pain (including neck, jaw,

pain, musculoskeletal stiffness, back pain, myalgia, agitation, psychotic disorder, dy rhea
{percentage based on gender total), and rash.
Adverse Events with an Incidence =1% in Intramuscular Trials: The

treatment-emergent events were reported at an incidence =1% with intramuscular aripiprazole injection
{doses =5.25 mg/day) and at incidence greater than placebo in 24-hour, placebo-controlled trials
{aripiprazole injection N=501, placebo N=220) in agitated patients with schizophrenia or bipolar mania,
respectively, include: headache (12%, 7%), nausea (9%, 3%), dizziness (8%, 5%), somnolence (7%, 4%),
sedation (3%, 2%), vomiting (3%, 1%), fatigue (2%, 1%}, tachycardia (2%, <1%), akathisia (2%, 0%),
dyspepsia (1%, <1%), dry mouth (1%, <1%}, biood pressure increased (1%, <1%), musculoskeletal
stifiness (1%, <1%). The following events were reported by patients treated with aripiprazole injection with
an incidence equal to or less than placebo: injection site pain, injection site burning, insomnia, agitation.

Dose-Related Adverse Events: Dose response relationships for the incidence of treatment-emergent
adverse events were evaluated from four irials in patients with schizophrenia comparing various fixed
doses (2, 5, 10, 15, 20, and 30 mg/day) of oral aripiprazole fo placebo. The one adverse event to have a
possible dose response relationship was somnolence {including sedation) which was most prominent at
the 30 mg/day dose (placebo, 7.1%; 10 mg, 8.5%; 15 mg, 8.7%; 20 mg, 7.5%; 30 mg, 12.6%).

Extrapyramidal Symptoms: In the short-term, placebo-controlled trials of schizophrenia, the incidence of
reported EPS-related events, excluding events related fo akathisia was (oral aripiprazole 13%, placebo
12%} and the incidence of akathisia-refated events was (oral aripiprazole 8%, placebo 4%). In the short-
term, placebo-controlled trials in bipolar mania, the incidence of reported EPS-related events, excluding
events related to akathisia was (oral aripiprazole 15%, placebo 8%} and the incidence of akathisia-related
events was (oral aripiprazole 15%, placebo 4%). In the placebo-controlled trials in patients with agitation
associated with schizophrenia or bipolar mania, the incidence of reported EPS-related events excluding
events related to akathisia was (aripiprazole injection 2%, placebo 2%) and the incidence of akathisia-
related events was (aripiprazole injection 2%, placebo 0%).

Laboratory Test Abnormalities: A between group comparisen for 3- to 6-week, placebo-controlled trials
revealed no medically important differences between the aripiprazole and placebo groups in the
proportions of patients experiencing potentially clinically significant changes in routine serum chemistry,
hematology, or urinalysis parameters. Similarly, there were no aripiprazole/placebo differences in the
incidence of discontinuations for changes in serum chemistry, hematology, or urinalysis. In"a long-term
(26-week), placebo-controlled trial there were no medically important differences between the aripiprazole
and placebo patients in the mean change from baseline in prolactin, fasting glucose, triglyceride, HDL,
LDL, and total cholesterol measurements.

Weight Gain: In 4- to 6-week trials in schizophrenia, there was a slight difference in mean weight gain
between aripiprazole and placebo patients {+0.7 kg vs. -0.05 kg, respectively), and also a difference in the
proportion of patients meeting a weighi gain criterion of =7% of body weight [aripiprazole (8%) compared to
placebo (3%)). In 3-week frials in mania, the mean weight gain for aripiprazole and placebo patients was
0.0 kg vs. -0.2 kg, respectively. The proportion of patients meeting a weight gain criterion of =7% of body
weight was aripiprazole (3%) compared to placebo (2%). In a 26-week schizophrenia trial, weight change,
respectively, for ABILIFY (aripiprazole)- and placebo-treated patients was -0.5 kg and -0.5 kg for those with
BMI <23, -1.3 kg and -0.6 kg for those with BMI 23 o 27, and -2.1 kg and -1.5 kg for those with BMi >27.
The percentage of ABILIFY- and placebo-treated patients, respectively, with =7% increase in baseline body
weight was 6.8% and 3.7% for those with BMI <23, 5.1% and 4.2% for those with BMI 23 to 27, and 5.7%
and 4.1% for those with BMI >27. In a 52-week schizophrenia trial, weight change for ABILIFY-treated
patients was 2.6 kg for those with BM! <23, 1.4 kg for those with BMI 23 to 27, and -1.2 kg for those with
BMI >27. The percentage of ABILIFY-treated patients with =7% increase in baseline body weight was 30%
for those with BMI <23, 19% for those with BMI 23 to 27, and 8% for those with BMI >27.

EGG Ghanges: Pooled analysis of placebo-controlled trials in patients with schizophrenia or bipolar mania
treated with oral aripiprazole or in patients with agitation associated with schizophrenia or bipolar mania
treated with intramuscular aripiprazole injection, revealed no significant differences between aripiprazole and
placebo of potentially important changes in ECG parameters. Oral aripiprazole was associated with a median
increase in heart rate of 5 beats per minute compared to a 1 beat per minute increase among placebo patients.

Adverse Events in Long-Term, Double-Blind, Placebo-Controlled Trials

The adverse events reported in a 26-week, double-blind trial comparing oral ABILIFY and placebo in
patients with schizophrenia or bipotar mania were generally consistent with those reported in the short-
term, placebo-controlled trials, except for a higher incidence of tremor (ABILIFY 8% vs placebo 2%).

Other Adverse Events Observed During the Premarketing Evaluation of Oral Aripiprazole

The following adverse events were reported with oral aripiprazole at multiple doses =2 mg/day in clinical
trials (8456 patients, 5365 patient-years of exposure). This list may not include events previously listed
elsewhere in the labeling, those events for which a drug cause was remote, those terms which were so
general as to be uninformative, and those events reported with an incidence of <0.05% and which did not
have a substantial probability of being acutely life-threatening. Frequent events are those occurring in at
least 1/100 patients; infrequent events are those occurring in 1/100 to 1/1000 patients; rare events are
those gccurring in fewer than 1/1000 patients. Blood and Lymphatic System Disorders: Infrequent -
anaemia Iymphadenopaihy p agr y , neutropenia); Aare - leukocytosis,
yiopenia, bocytopenic purpura, t l ia. Cardiac Disorders: Frequent -
ventncular p icular, sinus); ia, palpitations, cardiac
failure {including congestive and acute), myocardiai |nfarctlon cardlac arrest, atrial fibrillation,
atrioventricular block (including first degree and complete), extrasystoies (including ventricular and
supraventricular), angina pectoris, cyanosis, bundle branch block ing left, right), my
ischaemia; Rare - atrial flutter, cardiomegaly, cardiomyopathy, cardiopulmonary failure. Earandlabynnﬂr
Disorders: Infrequent - ear pain, vertigo, tinnitus; Rare - d Disorders: q -
hypothyroidism; Rare - goitre, hyperparathyroidism, hyperthyroidism. Eye Disorders: Frequent -
conjunctivitis; infrequent - eye redness, eye irritation, dry eye, blepl pasm, visual disturb , eye
pain, eye discharge, blepharitis, cataract, iacrimation increased; Rare - eyelld function disorder
oculogyration, eyelid oedema, photophobla, diplopia eyelid pt03|s eye haemorrhage Easlrommstmal
Disorders: Frequent - loose stoois | reflux disease,
gastritis, haemorrhoids, abdominal distensron faecal incontinence, haematochezra gingival pain, rectal
haemorrhage, abdominal pain lower, oral pain, retching, faecaloma gastrointesnnai haemorrhage, ulcer
{including gastric, duodenal, peptic), tooth fracture, gingivitis, lip dry; Rare - abdominal tenderness,
chapped lips, periodontitis, aptyalism, gastrointestinal pain, hypoaesthesia oral, inguinal hernia, swollen
fongue, colitis, haemateme5|s hyperchlorhydria, irritable bowel syndrome, oesophagltis faeces hard,
gingival bl dynia, mouth ion, reflux oesophagitis, cheilitis, intestinal

chest wall, bone, buttock, groin, fiank, musculoskeletal chest, pubic, and sacral), muscie rigidity, muscle
cramp; Infrequent muscle twrtching joint swelling, muscle spasms, muscle tightness, arthritis,
osteoarthritis, muscular weakness, joint range of motion decreased, sensation of heaviness; Aare -
tendonitis, osteoporosis, trismus, arthropathy, bursitis, exostosis, night cramps, coccydynia, joint
contracture, localised osteoarthritis, osteopenia, rhahdomyolysis, costochondritis, rheumatoid arthritis,
torticollis. Nervous System Disorders: Frequent - lethargy, dyskinesia; /nfraquent - disturbance in
attention, parkinsonism, dystonia, drooling, cogwhee! rigidity, dysarthria, paraesthesia, hypoaesthesia, loss
of consciousness (including depressed level of consciousness), hypersomnia, psychomotor hyperactivity,
balance disorder, cerebrovascular accident, hypokinesia, tardive dyskinesia, memory impairment, amnesia,
ataxia, dementia, hypotonia, burning sensation, dysgeusia, restiess leg syndrome, hypertonia, Parkinson’s
disease, akinesia, dysphasia, transient ischaemic attack, facial palsy, hemiparesis, myaclonus, sciatica;
Rare - bradykinesia, coordination abnormal, cognitive disorder, syncope vasovagal, carpal tunnel
syndrome, hyporeflexia, intention tremor, muscle contractions involuntary, sleep apnea syndrome,
dementia Alzheimer's type, epilepsy, hyperreflexia, mastication disorder, mental impairment, nerve
compression, parkinsonian gait, tongue paralysis, aphasia, chor is, formication, masked facies,
neuralgia, paresthesia oral, parkinsonian rest tremor, cerebral haemorrhage, dizziness exertional,
hyperaesthesia, haemorrhage intracranial, ischaemic stroke, judgment impaired, subarachnoid
haemorrhage. Psychiatric Disorders: Frequent - schizophrenia (including schizoaffective disorder),
depression (including depressive symptom), hallucination {including auditory, visual, tactile, mixed,
olfactory, and somatic), mood altered (including depressed, euphoric, elevated, and mood swings),
paranoia, irritability, suicidal ideation, confusional state, aggression, mania, delusion {including
persecutory, perception, somatic, and grandeur) q - tensron ner , excitability,
panic attack (including panic disorder panic disorder with agoraphobia and pamc reac'non) abnormal
dreams, apathy, libido decreased, hostility, suicide attempt, bipolar disorder (including bipolar I), libido
mcreased anger, delirium, acute psychosis, disorientation, bruxism, |
disorder (including obsessive thoughts), mental status changes, crying, dysphorla completed surcrde fiat
affect, impulsive behaviour; Rare - blunted affect, cognitive deterioration, logorrhea, psychomotor agitation,
sacial avoidant behaviour, psychomotor retardation, suspiciousness, affect lability, anorgasmia, fear,
homicidal ideation, tic, premature ejaculation, dysphemia, bradyphrenia, derealisation, depersonalisation.
Renal and Urinary Disorders: Infrequent - pollakiuria, dysuria, haematuria, urinary retention, renal failure
(including acute and chronic), urinary hesitation, enuresis, nephrofithiasis, micturition urgency, polyuria;
Rare - nocturia, proteinuria, glycosuria, calculus urinary, azotaemia. Reproductive System and Breast .
Disorders: Infrequent - erectile dysfunction, vaginal discharge, amenorrhoea, vaginal haemorrhage,
menstruation irregular, menorrhagia, premenstrual syndrome, testicular pain, genital pruritus female,
ovarian cyst, benign prostatic hyperplasia, prostatitis, Rare - gynaecomastia, priapism (including
spontaneous penile erection), breast pain, pelvic pain, epididymitis, galactorrhoea, uterine haemorrhage.
Resprrawry, Thoracic, and Mediastinal Disorders: frequent - dyspnoea {including exertional); infrequent -
sinus ¢ ion, rhinorrhoea, is, asthma, hiccups, produciwe cough, chronic obstructive
airways disease (including exacerhated) rhinitis attergic, p y n,
sinus pain, respiratory distress, dry throat, hoarseness; " Rare - bronche hy, tysis,
respiratory arrest, sneezing, hypoxra pulmonary embolism, pulmonary oedema (including acute),
respiratory failure, brochospasm, nasal dryness, paranasal sinus hypersecretion, pharyngeal erythema,
rhonchi, tonsillar hypertrophy, asphyxia, Mendelson’s syndrome. Skrn and Subcutaneous Tissue
Disorders: Infrequent - hyperhydrosis, erythema, pruritis (i d), dry skin, itus ulcer,
dermatitis (including allergic, seborrhoeic, acneiform, exfoliative, bullous, neurodermatitis), ecchymosis,
skin ulcer, acne, eczema, hyperkeratosis, swelling face, skin discoloration, photosensitivity reaction, skin
irritation, alopecia, rash maculopapular, cold sweat, scab, face cedema, dermal cyst, psoriasis, night
sweats, rash erythematous; Rare - rash scaly, urticaria, rash maculopapular, rosacea, seborrhoea,
periorbital oedema, rash vesicular. Vascular Disorders: Frequent - hypotension; infrequent - hot fiush
(including flushing), deep vein is, phlebitis; Rare - pallor, petechiae, varicase vein,
circulatory collapse, haemorrhage, thrombophlebitis, shock.

Other Adverse Events Observed During the Premarketing Evaluation of Aripiprazole Injection

The following adverse events were reported with aripiprazole injection at doses =1 mg/day in clinical trials
(749 patients). This list may not include events previousty listed elsewhere in the labeling, those events for
which a drug cause was remote, those terms which were so general as to be uninformative, and those
events reported with an incidence of <0.05% and which did not have a substantiat probability of being
acutely life-threatening. Frequent events are those occurring in at least 1/100 patients; infrequent evenis
are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000
patients. Ear and Labyrinth Disorders: Infrequent - hyperacusis. General Disorders and Administration
Site Conditions: Infrequent - injection site stinging, abnormal feelmg, mrectron site pruritus, injection site
swelling, veni e site bruise. Infe and q - bacteruria, urinary tract
infection, urosepsis. Investigations: Infrequent - blood pressure abnormal, heart rate irregular,
electrocardiogram T-wave abnormal. Psychiatric Disorders: Infrequent - intentional self-injury.
Respiratory, Thoracic, and Mediastinal Disorders: Infrequent - pharyngolaryngeal pain, nasal congestion.
Vascular Disorders: Infrequent - blood pressure fluctuation.

Postintroduction Reports: Reported since market introduction and temporally {not necessanly causally)
related to aripiprazole therapy: allergic reaction (eg, anaphylactic reaction, , faryngosp
oropharyngeal spasm, pruritis, or urticaria), grand mal seizure, and jaundice.

DRUG ABUSE AND DEPENDENGE: Aripiprazole is not a controlled substance.

Abuse and d Aripi has not been y studied in humans for its potential for
abuse, tol or physical While the clinical trials did not reveal any tendency for any drug-
seeking behavior, it is not possible to predict on the basis of this limited experience the extent to which a
CNS-active drug will be misused, diverted, and/or abused once marketed. Patients should be evaluated
carefully for a history of drug abuse and ciosely observed for signs of ABILIFY (aripiprazole) misuse or abuse.

OVERDOSAGE: 76 cases of deli or ge with oral ABILIFY alone or in combination
with other substances were reported worldwide [44 cases with known outcome, 33 recovered without
sequelae and one recovered with sequelae (mydriasis and feeling abnormal)}. Addmonaliy, 10 of these
cases were in children (age 12 and younger) involving oral aripiprazole ingestions up to 195 mg with no
fatalities. The largest known acute ingestion was 1080 mg of oral aripiprazole (36 times maximum
recommended daily dose) in a patient who fully recovered. Common adverse events (reported in at least
5% of all overdose cases) were vomiting, somnolence, and tremor. For mare information on symptoms
of overdose, see Full Prescribing Information.

Management of Dverdosage No specific information is available on the treatment of overdose with
An

pancreatitis, eruciatlon gastric ulcer haemorrhage, mefaena, glossitis, stomatitis. General Disorders and
Administration Site Conditions: Frequent - asthenia, pyrexia, chest pain, gait disturbance; /infrequent -
malaise, oedema, influenza-like illness, chills, general physical heaith deterioration, feeling jitlery, mobility
decreased, thirst, feeling cold, difficulty in walking, facial pain, sluggishness, condition aggravated; Rare -
inflammation localized, swelling, energy increased, inflammation, abasia, xerosis, feeling hot,
hyperthermia, hypothermia. Hepalobiliary Disorders: Inlrequent cholecystitis (inciuding acute and
chronic); Rare - cholelithiasis, hepatitis. System Di: [V itivity.
Infections and Infestations: Frequent - respiratory tract infection (including upper and Iower), pneyumonia;
Infrequent - cellulitis, dental caries, vaginitis, vaginal infection, cystitis, vaginal mycosis, eye infection,
gastroenteritis, onychomycnsrs vaginal candidiasis, ofitis rnedla follicuiitis, candidiasis, otitis externa,
pyelonephritis, rash pustular; Rare - appendicitis, septic shock. Injury, Poisoning, and Procedural
Complications: Frequent - fall, skin laceration, contusion, fracture; infrequent - blister, scratch, joint
sprain, bum, muscle strain, penorbital haematoma arthropod bite/shng head injury, sunburn; Rare - joint
dislocation, alcohol poisoning, road traffic accident, self mutilation, eye penetration, injury asphyxuahon,
pmsonlng, heat exhaushon heat stroke. Investigations: Frequent weight decreased, blood creatine
- blood glucose i heart rate i dy
increased, alanine aminotransferase increased, blood cholesterol increased, white blood cell count
increased, haemoglobin decreased, aspartame aminotransferase mcreased blood urea increased,
elecirocardiogram ST segment abnormal {including d decreased, hepahc
enzyme increased, blood bilirubin increased, blood glucose decreased blood creatinine mcreased blood
alkaline phosphatase increased, blood pressure d, biood d, blood urine
present, electrocardiogram QT corrected interval proionged Rare - transaminases mcreased blood
triglycerides increased, blood uric acid increased, cardiac murmur, eosiniphil count increased, neutrophil

% Bristol-Myers Squibb Company

should be obtained in case of overdosage and, if QTc interval prolongation
is present, cardiac monitoring should be instituted. Otherwise, management of overdose should concentrate
on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and management of
symptoms. Close medical supervision and monitoring should continue urtil the patient recovers. Charcoal: In
the event of an overdose of ABILIFY, an early charcoal administration may be useful in partially preventing the
absorption of aripiprazole. Administration of 50 g of activated charcoal, one hour after a single 15-mg oral
dose of aripiprazole, decreased the mean AUC and Cpgy of anpiprazole by 50%. Hemodialysis: Atthough
there is no information on the effect of t dialysis in treating an overdose with aripiprazole, hemodialysis is
unlikely to be useful in overdose management since aripiprazole is highly bound to plasma proteins.

Tablets manufactured by Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan or Bristol-Myers Squibb
Company, Princeton, NJ 08543 USA

Orally Disintegrating Tablets, Oral Solution and Injection manufactured by Bristol-Myers Squibb Company,
Princeton, NJ 08543 USA

Distributed and marketed by Otsuka America Pharmaceutical, Inc., Rockville, MD 20850 USA

Marketed by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA
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Treating Patients with Hearing Impairments or Limited English Proficiency:

What Are the Emerging Duties for Psychiatrists?

The Americans with Disabilities Act of 1990, commonly referred to as the "ADA," became effective in 1992 and requires the
provision of appropriate auxiliary aids and services to ensure adequate communication between a physician and a patient with
hearing or vision impairments. The ADA does not require the use of an interpreter for a deaf or hearing-impaired person in every
medical setting but "effective communication" is the required standard. Lip reading, note-taking or interpretation by a familymem-
ber might not be considered effective communication when a psychiatrist is engaging in psychotherapy with a patient.

A psychiatrist is not required to provide an interpreter for a deaf or hearing-impaired patient where it would present an "undue bur-
den" on the professional. However, the single factor of interpreter cost exceeding the cost of the medical consultation has not been
found by the courts to be an undue burden. Factors that may create an "undue burden" include the practice's overall income, eli-
gibility for tax credits and the frequency of patient visits requiring an interpreter. Further information on such issues may be obtained
from the United States Department of Justice, Civil Rights Division, Public Access Section.! Federal tax credits may be available for
part of the cost of providing an interpreter, so any psychiatrist affected by the law should consult his/her accountant.

Another law which gives rise to the potential duty of the psychiatrist to provide interpreters — not for the hearing-impaired but for
limited English proficiency patients — is Title VI of the Civil Rights Act of 1964.% This law prohibits discrimination on the basis of race,
color or national origin. The "national origin" language has been broadly construed by regulation to require providers who receive
certain federal funds® to take steps to provide effective communication. Although a large facility (e.g., a hospital emergency room)
may be subject to greater scrutiny than a small psychiatric practice, psychiatrists should consider adopting plans to effectively com-
municate with patients who cannot fully communicate in English. Furthermore, state human rights laws may impose requirements
on health care providers to assure effective communication. Psychiatrists could also be vulnerable in malpractice suits for violation of
the standard of care where treatment was compromised due to ineffective communication.

This update was provided by Anne Marie "Nancy" Wheeler, J.D., Coordinator of the APA Legal Information and Consultation Plan.
For further information about the Plan, which was updated in 2006, please call 301-384-6775 or e-mail apaplan@comcast.net.

?_The information line at the Department of Justice for ADA compliance (including the need for interpreters) is 1-800-514-0301.

!!_See 42 U.S.C. §8 2000d et seq., as amended. Guidance is available at http://www.usdoj.gov/crt/cor/lep/DOJFinLEPFRJun182002.htm.
" These funds do not include Medicare Part B payments.
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Give your patients the help they

deserve with these resources

Gabbard’s
Treatments of
Psychiatric
Disorders,
Fourth Edition

Edited by
Glen O. Gabbard, M.D.

“There is wisdom here for
every reader, from the student
first encountering persons
with mental illnesses to the experienced psychiatrist
looking for something more for a troubling
patient”—Robert Freedman, M.D., Professor of
Psychiatry, University of Colorado; Editor-in-Chief,
American Journal of Psychiatry, Denver, Colorado

2007 e pages TBA o ISBN 978-1-58562-216-0 « Hardcover
$195.00 o Item #62216

Psychodynamic
Psychiatry in Clinical
Practice, Fourth
Edition

Glen O. Gabbard, M.D.

This invaluable “one-stop” refer-
ence will prepare you to teach
students and treat patients more
effectively with its truly integra-
tive psychodynamic approach. Drawing on the latest
breakthroughs in neuroscience to validate current
psychodynamic thinking, the author includes neu-
roanatomical illustrations that highlight the need

to integrate psychoanalytic theories of development
with brain development and the impact of environ-
ment on gene expression. Clearly organized into
three distinct sections based on DSM-IV diagnoses
fundamentals, Axis I disorders, Axis II disorders—
this best-selling book is the definitive reference for
training programs.

2005 o 652 pages o ISBN 978-1-58562-185-9 ¢ Hardcover
$97.00 o Item #62185

The American Psychiatric Publishing
Textbook of Schizophrenia

Edited by Jeffrey A.
Lieberman, M.D.,

T. Scott Stroup, M.D., M.P.H.,
and Diana O. Perkins, M.D.,
M.P.H.

The American Psychiatric
Publishing Textbook of
Schizophrenia offers broad
coverage that encompasses
the current state of knowledge of its cause, nature,
and treatment. Experts from North America and
Europe address the complexity of schizophrenia in
a comprehensive volume that leads readers from
historical overview and epidemiology to considera-
tion of comorbid conditions. It covers genetic and
environmental causes, describes leading theories of
schizophrenia, and explores the involvement of
abnormal brain circuitry and the results of the latest
neuroimaging studies.

As a guide to clinical practice, the book offers timely
and informative guidelines for approaching cognitive
impairment as a potential psychopharmacological tar-
get for treatment, strategies for improving functioning
in individuals with social or vocational impairment,
an overview of antipsychotic drugs, and a review of
proven psychosocial interventions. Squarely con-
fronting this baffling disease, this textbook will serve
as a dependable source of knowledge for students,
scientists, and clinicians alike.

2006 o 464 pages o ISBN 978-1-58562-191-9 e Hardcover
$100.00 o Item #62191

Ameri The First and Last Word in Psychiatry
merican

P@ym 1000 Wilson Boulevard
e Suite 1825, Arlington, VA 22209-3901
Mon.-Fri., 9 am to 5:30 pm, ET

Phone: 703-907-7322 or 1-800-368-5777
Fax: 703-907-1091 | Email: appi@psych.org
www.appi.org
PLEASE REFERENCE PRIORITY CODE AH721 WHEN ORDERING.



New HampsHIRE HospiTAL MEDICAL DIRECTOR

DARTMOUTH MEDICAL SCHOOL. The Department of Psychiatry
is seeking a senior faculty member to serve as Medical Director of
New Hampshire Hospital, in Concord, NH.

New Hampshire Hospital (NHH) provides acute and chronic hospi-
tal services for citizens of New Hampshire. The hospital first opened
in 1842; its 230 acute care beds are housed in a beautiful 17 year-old
facility. Through a longstanding successful collaboration between
the State of New Hampshire and the Department of Psychiatry at
Dartmouth, the hospital provides outstanding clinical services, is
a sought-after teaching and training site, and has partnered with
research groups to improve targeted aspects of care and to build
new knowledge.

The NHH Medical Director will serve as the chief clinical officer
of New Hampshire Hospital. The NHH Medical Director is part of
the Senior Leadership of the Department of Psychiatry and will
work closely with the Chair to lead the Department and to further

extend the established state-academic partnership. The role will
include supporting and facilitating excellent clinical care, support-
ing New Hampshire Hospital’s function as an outstanding teaching
and training site, and facilitating research activities that serve the
mission of both New Hampshire Hospital and the Department.

The ideal candidate will have a passion for public sector care, a
patient-centered clinical orientation, excellent clinical leadership
skills, sound interpersonal skills, administrative experience, and
a strong academic background. The candidate must be a board
certified psychiatrist.

Curriculum vitae and three letters of reference should be sent to:

Alan 1. Green, M.D., Raymond Sobel Professor and Chairman
Department of Psychiatry, Dartmouth-Hitchcock Medical Center
1 Medical Center Drive, Lebanon, NH 03756

Dartmouth College is an Equal Opportunity/Affirmative Action
Employer and encourages applications from women and members of
minority groups.

WORKING TOGETHER.
MAKING A DIFFERENCE.

Towa Health Physicians, the state’s largest physician group,
is searching for a BE/BC Adult Psychiatrist to join a highly
respected group in Des Moines, [A.

Practice Highlights

* Located on the campus of lowa Lutheran Hospital, the
largest private hospital-based mental health facility in the
state.

 Inpatient and outpatient responsibilities.

* A growing community, in need of an additional
Psychiatrist.

» Teaching opportunities available.

» Call schedule 1:4.

Organization Description

» Jowa Health Physicians is a non-profit 250-member
physician group.

*  We pride ourselves on providing the highest quality patient
care with innovative ways of approaching the health care
delivery system.

» Highly competitive salary and compensation plan.

For more information please contact: Jessica Meisner at (888)

343-4912. To expedite consideration, please email your CV to
meisnejj@ihs.org or fax to (319) 739-2750.

SR JOWA HEALITH

. PHYSICIANS AND CLINICS

NEW YORK CITY DEPARTMENT OF

HEALTH AND MENTAL HYGIENE

EXECUTIVE DEPUTY COMMISSIONER
FOR MENTAL HYGIENE

The NYC Health Department, one of the oldest and largest pub-
lic health agencies in the nation, is seeking a dynamic leader
with strong management skills to oversee its Division of Mental
Hygiene. The Division, with 500 staff and an $800 million budget,
is" responsible for programs, policies, and services related to
mental health, alcohol and chemical dependency, mental retar-
dation and developmental disabilities. The Division, which has
more than 300 contracts with more than 1500 program units,
carries out its mission by planning, funding, developing, certify-
ing, and overseeing programs and services design to meet the
needs and improve the lives of New Yorkers. It monitors the
quality of programs under contract to ensure their effectiveness,
conducts health promotion activities, crisis intervention,
and training, and provides Flub]ic education to promote the
availability of mental health, developmental disability, and
chemical dependency services.

Innovative programs and recent successes include expansion of
depression screening and treatment, expansion of use of
Buprenorphine treatment for opioid addiction, piloting brief
intervention for alcohol and substance use, service improvements
in the Early Intervention program, and new programs to address
housing needs of the mentally ill.

We seek candidates with excellent management skills, vision
ability to work effectively with external agencies and organiza-
tions, and experience overseeing large and innovative mental
hygiene programs.

Send CV to dlew(@health.nyc.gov with
the subject heading of Mental Hygiene.

The Office of the Chief Medical Examiner
is an Equal Opportunity Employer)

THE ( MIND ) INSTITUTE

Mental lliness and
Neuroscience Discovery

The MIND Institute, located in Albuquerque, New Mexico, is part of a national science
network committed to expanding the boundaries of neuroscience research, leading
to a better understanding of human behavior and discovering new approaches to the
diagnosis and treatment of mental illness and other brain disorders.

We are looking for both junior and senior research scientists and clinicians to join our
organization with expertise in schizophrenia and psychosis, addiction and antisocial
disorders, and both normal learning and learning in neurodevelopmental disorders.
Candidates should have experience with neuroscience imaging technologies, clinical
mental health experience, and strong organizational skills. M.D. or Ph.D. required.

Our research programs employ a variety of imaging methods including structural
MR, functional MR, spectroscopy, diffusion tensor imaging, electro- and magneto-
encephalography, as well as genetic, neuropsychological and psychiatric assessments.
The MIND has recently obtained the first mobile MRI dedicated to performing brain
imaging research in inmates, warfighters and other remote populations. Along with
developing new technologies to reduce learning time and increase retention, we are
also pursuing innovative methods of data-driven analysis, including ICA and Bayesian
networks. We collaborate closely with MIND Research Network partners at Sandia
and Los Alamos National Laboratories, the University of New Mexico, Harvard/MIT/
Massachusetts General Hospital and the University of Minnesota.

For more information about the MIND Institute, as well as a complete
description of the opportunities available, please visit our website at:
www.themindinstitute.org

The MIND Institute is a 501(c)3 independent, non-profit organization
and is an equal opportunity employer.
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COME TO THE BEAUTIFUL
SHENANDOAH VALLEY (IN VIRGINIA)

Northwestern Community Services, a community based
behavioral health system, has immediate openings for
BE/BC psychiatrists. We provide a wide range of Mental
Health, Mental Retardation, and Substance Abuse Ser-
vices in a five county, rural area. You will find excellent
clinical support and administrative staff to work with.
You will also find an exceptional team of psychiatrists
to work with, both in our system and also in the private
sector. We are most fortunate to also have an excellent
psychiatric nursing staff. We offer a flexible schedule
as well as an excellent benefit package including state
retirement, independent investments, medical, dental,
and a flexible reimbursement plan.

The positions we are recruiting for are newly established
and we have psychiatrists who have been with our or-
ganization in excess of 25 years, thereby demonstrating
the stability of our behavioral health system. The salary
for these positions is negotiable.

Even though we are located in the beautiful Shenandoah

Valley, we are within an hour’s drive of major metropoli-
tan areas.

NO CALL

NO EVENINGS
NO ADMITTING

Please contact:
Mr. Millard E Hall, Jr., Chief Executive Officer
(540) 636-4250, extension 3256 or bhall@nwcsb.com

DIRECTOR, DIVISION OF GERIATRIC PSYCHIATRY
New York State Psychiatric Institute/

Department of Psychiatry
Columbia University College of Physicians and Surgeons

The New York State Psychiatric Institute and the Department of Psychia-
try at Columbia University are currently seeking a qualified psychiatrist
and research scientist to direct a newly established Division of Geriatric
Psychiatry. The Director will report directly to the Executive Director
of the New York State Psychiatric Institute/Chair of the Department of
Psychiatry at Columbia University, one of the world’s largest centers for
psychiatric research.

The Director of Geriatric Psychiatry will be responsible for developing
and managing the academic and research programs of the Institute and
Department in geriatric psychiatry, including integrating and optimiz-
ing the training programs in geriatric psychiatry and clinical services
for geriatric populations. The Director will be expected to develop a
program of research using approaches such as descriptive phenom-
enology, neuroimaging, genetics, clinical trials, and health care services
research to study geropsychiatric disorders. In addition, the Director
may be asked to provide technical assistance and expertise to the NYS
Office of Mental Health for mental health care services for geriatric
populations.

The successful applicant will have extensive research experience and
an academic record of accomplishment in geriatric psychiatry, a track
record of federally funded grants in geriatric psychiatry, and research
mentoring experience. Applicants must be board certified in general
psychiatry, and preferably in geriatric psychiatry, be eligible for NY
State licensure, and qualify for academic appointment in the Depart-
ment of Psychiatry at Columbia University as associate professor or
professor; rank will be commensurate with experience.

Interested applicants should send a complete CV and the names of three
references to Paul S. Appelbaum, M.D., Chair of the Geriatric Search
Committee, New York State Psychiatric Institute, 1051 Riverside
Drive, Unit 122, New York, NY 10032 (psa21@columbia.edu). Columbia
University is an affirmative action/equal opportunity employer.

and Join
the Professionals at

BSFIRELANDS

.- Regional Medical Center

Sandusky, Ohio
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Discover VélCéltiOﬂl&lﬂd Firelands Regional Medical Center invites you to become a member of
one of the most progressive healthcare teams in the Heart of

Vacationland.

Firelands is a 440-bed acute care medical center serving a popula-
tion of over 250,000 in a six county area.

A S150 million building project is underway to expand the medical cen-
ter's patient capacity and cancer treatment/care.

Sandusky, located on the southern shore of Lake Erie, is one hour
west of Cleveland. The area is famous for its recreational facilties,
which include beautiful city and state parks, fishing piers, beaches,
Cedar Point Amusement Park and boating facilities. Our North Coast
region is also rich in both cultural activities and educational opportunities.

For more information, call Dru Meredith, Physician Recruiter at 419-557-
7885, or e-mail resume to meredid@firelands.com, fax 419-557-723b.

PSYCHIATRIST WANTED.
Join an active and successful practice.




MEDICAL DIRECTOR
Child & Adolescent Services

South Oaks Hospital, Long Island, NY is a comprehen-
sive mental health facility conveniently located on the
Nassau/Suffolk County Border. We seek to create a
work environment that fosters professional growth and
development through communication and learning.

Our Behavioral Services for Children, Adolescents
and Adults offers treatment programs in both inpa-
tient and outpatient settings. The Medical Director will
provide treatment, consultation and will work closely with
service directors.  Some work with adults and
patients with chemical dependencyis required. Qualified
candidate must be a Board Certified Child/Adolescent
Psychiatrist.

We offer an excellent compensation package of
$200,000+ and noncontributory medical benefits and
matching 401K with enhancements. All professional
expenses including professional liability insurance are
provided by the hospital.

Forward CV to: Medical Director
South Oaks Hospital

400 sunrise Highway

Amityville, NY 11701

Email: yupadhyay@south-oaks.org

ST JOHN'S

DREAM LOCATION FOR CHILD &
ADOLESCENT/ADULT PSYCHIATRISTS

St. John’s Clinic is seeking energetic board certified/eligible
Child & Adolescent and Adult Psychiatrists to join their well-
established, busy Psychiatry Department, in lovely Springfield,
Missouri. Inpatient and outpatient practice with large referral
base. The inpatient unit is conveniently located close to the
physician office building. The department is part of St. John’s
Clinic, a progressive and growing multispecialty clinic of 470 +
physicians in an integrated health care delivery system. For
more information about St. John’s Health System, please visit
www.stjohns.com. St. John’s was recently ranked among the TOP
10 in patient satisfaction.

Position offers a competitive salary guarantee. In addition, there
is bonus potential and a full array of benefits including health,
dental, vision, life and disability insurance, malpractice, CME,
vacation, retirement, and relocation.

SPRINGFIELD, MISSOURI, (pop. 200,000) is a growing, so-
phisticated community. It is home to Missouri’s second largest
university and a regional home to the arts (symphony, ballet,
and theater) and NCAA and semi-professional sports teams
(football, basketball, baseball, and hockey). Employment Review
has named Springfield one of the 10 “Best Places to Live and
Work” in the U.S. For more information about Springfield, go to
www.springfieldmo.org. EOE/AA Employer.

For more information, contact:

Julie Oliver, Physician Recruiter
St. John’s Clinic
1965 S. Fremont, Suite 320
Springfield, MO 65804
Phone: (800) 218-5079; Fax: (888) 290-8300
jaoliver@sprg.mercy.net

ADULT PSYCHIATRY
OPPORTUNITY

GEISINGER HEALTH SYSTEM

Geisinger Health System's Division of Psychiatry in Danville, PA, is
seeking an adult psychiatrist. This position offers an excellent
quality of life and an opportunity to work part-time or full-time
depending on the needs of the candidate.

This position offers:

* A flexible schedule — start/end times are negotiable, and the
specific psychiatric interests and talents of applicants usually can
be integrated into the needs of the practice. Opportunities
include inpatient — outpatient — emergency — and consultation-
liaison psychiatry.

* A wonderfully collaborative team of psychiatrists/psychologists
with experience and expertise in a variety of psychiatric
specialties.

* The support of muttiple PAs, a nurse specialist and masters-
level therapists.

* An excellent call schedule (I in 7), most call via telephone from
home.

* The opportunity to work in a comprehensive academic
practice that sees a wide variety of clinical activity from
pediatric to geriatric patients and diagnostic types and
treatments (including ECT).

* Research opportunities through the Weis Center for Research
and Geisinger Center for Health Research (both located on
the campus of Geisinger Medical Center). Current research
projects include studies on genomic schizophrenia, adolescent
depression and improving the delivery of adult depression
through primary care.

* An accredited Clinical Psychology Internship and the
opportunity to teach pediatric and emergency medicine
residents, as well as third year medical students from Temple
University and Pennsylvania College of Osteopathic Medicine,
with clinical appointments available.

* An established referral base through Geisinger Health System's
40 community medical groups, 3 hospitals, local/community
physicians and the broad-base of third party contracts.

In the past two years Geisinger's Department of Psychiatry has
added a 10-bed Adolescent Inpatient Unit at Geisinger South
Wilkes-Barre, the neuro-psychiatry practice has doubled and
added 2 post-doctoral fellows and Pediatric Psychiatry has
experienced significant growth. At Geisinger; you'll experience the
support, camaraderie and professional challenges of a leading
practice while discovering the charms of Pennsylvania living. .. all
while having the time and flexibility to enjoy your new quality of
life.

To discuss this opportunity, contact:

Kathy Kardisco, Recruiter, Geisinger Dept. of Pro. Staffing,
100 North Academy Avenue, Danville, PA 17822-2428
Phone: 1-800-845-7112 « Fax: [-800-622-2515

e-mail: kkardisco@geisinger.edu

Geisinger is a drug-screening employer; EOE/M/IFIDIV.

GEISINGER

WWW.GEISINGER.ORG/DOCJOBS
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Boston University
School of Medicine

CHIEF OF CHILD PSYCHIATRY

The Division of Psychiatry at Boston Medical Center and
Boston University School of Medicine is seeking a Chief of
Child Psychiatry at the Associate Professor or Professor
level. The Chief will lead a group of clinicians, teachers, and
researchers in the section of Child Psychiatry within the Divi-
sion of Psychiatry. The successful applicant should have a
strong administrative background, exceptional clinical skills,
and a commitment to teaching medical students, psychiatry
residents, psychology trainees, social work trainees, psychiat-
ric nurses, and mental health counselors. The Chief must have
strong interpersonal skills and work closely with Pediatrics
and the Emergency Department. There are opportunities for
research collaboration in the areas of substance abuse, post
traumatic stress disorder, eating disorders, developmental
disorders, health services, and neuroimaging. Boston Medical
Center is the primary teaching hospital of Boston University
School of Medicine.

BMC and BU are Affirmative Action/ Equal Opportunity
Employers.

Candidates should send a cover letter and CV to:

Domenic A. Ciraulo, M.D., Professor and Chairman

Division of Psychiatry, Boston University School of Medicine

720 Harrison Ave, Doctors Office BN,
Building, Suite 914 -
Boston, MA 02118 Q »
or e-mail to dciraulo@bu.edu \J ( F.

é PSYCHIATRISTS A

The VA Needs You

Shreveport, Louisiana, Alexandria, Louisiana,
Biloxi, Mississippi, Pensacola, Florida,
Mt. Vernon, Missouri, Fayetteville, Arkansas

DIRECTOR - CENTER FOR ALZHEIMER DISEASE
AND RELATED DISORDERS (CADRD)

Psychiatrist positions require: BE/BC Psychiatrists, current,
full, unrestricted licensure (any state), U.S. citizen. Great
Benefits, Excellent Pay, Rewarding Work. See announce-
ments on Www.vacareers.va.gov.

BILOXI/PENSACOLA  Outpatient and Inpatient Psychiatry
positions. Expertise in substance abuse, geropsychiatry and
PTSD preferred. BE/BC psychiatrist, state license (any state),
U.S. citizen or permanent resident. Send applications to Jean
Williams, HRMS (05A), 400 Veterans Avenue, Biloxi, MS or
contact at jean.williams@med.va.gov or (228) 523-5633.
ALEXANDRIA  Strong clinical skills.  Prefer experience
in Geropsychiatry, Substance Abuse and/or PTSD.  CV/
Application to tammie.arnold@med.va.gov or Tammie Arnold,
Psychiatry Service (116), P.O. Box 69004, Alexandria, LA 71306-
9004. (318) 473-0010 ext 2696.

SHREVEPORT Prefer experience in Substance Abuse, PTSD.
Contact Tracie Bennett at (318) 221-8411, ext 5118 or tracie.
bennett@.va.gov. Email or mail your CV to VAMC, HRMS (05) TB,
510 E. Stoner Ave, Shreveport, LA. (318) 221-8411, ext 5118.
FAYETTEVILLE, MT. VERNON Contact Laura Berg, HRMS, at
laura.berg@med.va.gov or (479) 443-4301, ext 5191.
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Marshfield Clinicis nationally recognized
for providing physicians with the most
advanced medical equipment and health
information technology today. Surrounded
by nature’s beauty in Wisconsin, we are
located in communities where neighbors
know one another.

We have openings for Adult and Child and
Adolescent Psychiatrists for our expanding
services.

Marshfield Clinic is a multi-specialty group
practice with over 725 physicians located
at 40 centers in Wisconsin. The Clinic’s
Research Foundation has a history of
important medical discoveries in human
genetics and support for clinical research.

Where

Progressive  1q 1gam more about these opportunities and
medicine  the very competitive compensation
package, please contact: Beth Albee,
‘md Physician Recruitment, Marshfield Clinic,
;mdm’onﬂ[ 1000 N. Oak Ave., Marshfield, W1 54449,
Phone: 800-782-8581, extension 19775;
values gy 4 7152919779,
meet. . R
= E-mail: albee.heth@marshfieldclinic.org
Website: www.marshfieldclinic.org/recruit

P MARSHFIELD CLINIC.
Where the future of medicine lives

Marshfield Clinic is an Affirmative Action/Equal Opportunity employer
that values diversity. Minorities, females, individuals with disabilities and
veterans are encouraged to apply.

Southern™

Illinois University
School of Medicine
Visit us on the web at www.siumed.edu

Southern Illinois University School Of Medicine (SIUSM) is seeking an
accomplished clinician scientist to become Director of our Center for Alzheimer
Disease and Related Disorders (CADRD), consistent with the mission of STUSM to
become a leading research institution. This tenured/tenure track position will also
hold an endowed professorship in Alzheimer disease research.

The CADRD is funded by a large annual grant from the State of Illinois and has a
history of continued funding for more than 17 years. The Center has an outreach
network of 26 hospitals or clinics throughout Illinois, a brain bank, a neuropsychology
program, and specialty clinics for the treatment of Alzheimer disease and other
degenerative dementias. Currently, five faculty members are actively engaged in
Alzheimer research, with one additional open position. In addition, opportunities are
available for collaborations with the Geriatric Center of Excellence, the Department of
Psychiatry, and basic science departments such as Pharmacology.

The Director of the STU CADRD reports to the Dean of STUSM (institutional and
administrative matters) and to the Chair of an appropriate Department (departmental
and academic matters). The Director will lead the CADRD, holding responsibility for
budget decisions, research direction, staffing, and interactions with other departments,
institutes, and agencies. Responsibilities also include working with the Illinois
legislature and Departments of Public Health, Aging, Education and Public Aid to
develop strategies, external support, and collaborative efforts that will advance the
aims of the CADRD in the areas of outreach, teaching, research, and clinical service.

Applicants must be board-certified in a specialty relevant to the activities of SIU
CADRD and maintain an active externally-funded research program focused on
dementia. Illinois licensure is required prior to employment. Deadline to apply is March
31,2007 or until filled. Interested applicants should send their CV by mail or email to:

Carol Forestier
Secretary for Dr. Leonard Rybak, MD, Ph.D.
Chairman of Search Committee
SIU School of Medicine
P.O. Box 19643
Springfield, IL 62794-9643
cforestier @siumed.edu.

SIU School of Medicine is an EO/AA Employer.




' | DIRECTOR, MGH SLEEP MEDICINE PROGRAM &
@ CO-DIRECTOR, MGH SLEEP LAB

The MGH seeks a Director for its Sleep Medicine
Program. The Director will be responsible for spearheading
significant program expansion centered on comprehensive
clinical care, clinical / basic science research, and teaching,
and will also Co-Direct the newly expanded MGH Sleep Lab.
The MGH Sleep Medicine Program and the Sleep Lab, based
within the Neurology Service, provide clinical and diagnostic
services and research support to the entire MGH community
and have strong relationships with the departments of
Psychiatry, Pulmonary Medicine, Physical Medicine and
Rehabilitation, the Bariatric Medicine Program.

Applicants should be board-certified in Neurology,
Psychiatry, or Medicine with subspecialty training in Sleep
Medicine and/or Neurophysiology, and have academic
credentials sufficient for appointment at the level of Associate
Professor or above at Harvard Medical School.

MGH offers a competitive salary and benefits package.
Interested applicants should submit a CV and statement of
clinical and academic interests, goals, and accomplishments in
hard copy and electronic format to: Anne B. Young, MD,
PhD, Chief, Neurology Service, Massachusetts General
Hospital, 55 Fruit Street-VBK915, Boston, MA 02114
(email: young@helix.mgh.harvard.edu)

The MGH and Harvard Medical School are Equal
Opportunity / Affirmative Action employers. Women and
Minorities are encouraged to apply.
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Candidates:

Post your résumé online for free.

Search psychiatric jobs by specialty or location.
Gain access to employment tools.

Employers:

Post psychiatric career opportunities quickly and easily.
Tap into an online résumé database.

Find the right candidate for your psychiatric position.

IN THE KNOW

Access sample cover letters and curriculum vitae,
career development articles, salary surveys, interview
worksheets and other tools on the APA Job Bank.

The doctor is in.

Whether you are a practicing physician or talented applicant, the American
Psychiatric Association (APA) Job Bank is your psychiatric job placement

Visit www.psych.org/jobbank today.

E PeaceHealth

SEEKING AN EXCEPTIONAL
PSYCHIATRIST

PeaceHealth Medical Group in Eugene, Cregon, is a 120-
physician multi-specialty group seeking
a BE/BC Psychiatrist to join our
inpatient Behavioral Health team. We
are associated with Sacred Heart Medical
Center, a 432-bed level-two trauma
regional medical center. We offer a
highly competitive pay system, full
malpractice coverage and great benefits,

EUGENE, OREGON is one of the most
desirable cities in the Pacific Northwest
in which to live, work and play. The area is extraordinarily rich
in recreational areas as well as cultural activities and the arts.
Eugene is located in the heart of the Willamette Valley and is
within an hours drive of adventures at the beach with amazing
cliffs and sand dunes or al the snow peaked mountains with
hundreds of different ski runs.
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BRIEF SUMMARY. See package insert for full prescribing information.
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with d i i with

informationandi inthe Patient Laboratory Tests: Patients being considered
for GEODON treatment who are at riskof mgnmoant eleclrolyte disturbances should have baseline serum potassium and magnesium

Low serum and should be repleted before treatment. Patients who are started on diuretics during

alyplcal antipsychotic drugs are atan increased risk of death compared to placebo. Analyses of placebo frials

| duration of 10 weeks) inthese p risk of death in the drug-treated patients of between 1.6 10 1.7 times that seen
|n placebo-treated patients. Over the course of a typical 10 week controlled trial, the rate of death in drug-treated patients was about
4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS—GEODON Capsulesiis indicated for the treatment of schizophrenia and acute manic or mixed episodes associated with
bipolar disorder with or without psychotic features. GEODON® (ziprasidone mesylate) for Injection is indicated for acute agitation in
schizophrenic patients.
CONTRAINDICATIONS — QT Prolongation: Because of GEODON's dose-related prolongation of the QT interval and the known association
of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (including congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS). Phar pharmact tudies between GEODON and other drugs that prolong the QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class la and Il anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloquine, pentamidine, arsenic trioxide, levomethady! acetate, dolasetron
mesylate, probucal, or tacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described in the full ibinginformation as a contrai on oraboxed or bolded warning
(see WARNINGS ). GEODON is i inindividuals with a known hy ivity to the product. WARNINGS—Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly pallems with dementia-related psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT interval. Additionally, clinicians should be alert to the
identification of other drugs that have een consistently observed to prolong the QT; interval. Such d hould notbe ibed with
GEODON. A study directly comparing the QT/QT;-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT from baseline for GEODON ranged from approximately
9to 14 msec greater than for four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec less than the prolongation observed for thioridazine. Inthis study, the effect of GEODON on QT length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placeho-controlled trials, GEODON increased the
QT interval comy to placebo by approxi 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0. Ilﬁ%) GEODON patients and 1/440 (0.23%) placeho patients revealed QT intervals exceeding the
potentially clinically relevantthreshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QTe interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT; prolongations may also increase risk, or increase itin susceptlble individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Alth d theen observed in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule outan increased risk. Astudy evaluating the QT/QT,
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
frial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5 mg then 10 mgi glven four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
hange in QT; from baseline was calculated for each drug using asample-based correction
that removes the effect of heart rale onthe QT interval. The mean mcrease in QT; from baseline for GEODON was 4 6 msec following
thefirstinjection and 12.8 msec following the second injection. The meani inQT;from i was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT, interval exceeding 500
msec. As with other antipsychotic drugs and placeho, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of QT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
to be considered in deciding among alternative drug products. Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemiaj (3) concomitant use of other drugs that prolong the QT interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactions under PRECAUTIONS). Itis recommended that
patients being consil for GEODO! who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and arrhythmia. Hypokalemia may result from diuretic therapy, diarrhea, and other causes. Patients with low serum
potassium and/or magnesium should be repleted with those electrolytes before proceeding with treatment. Itis essential o periodically
monitor serum electrolytes in patients for whom diuretic therapy is introduced during GEODON treatment. Persistently prolonged T,
intervals may also increase the risk of further prolongation and arrhylhmla butiti that G

GEODON therapy need periodic monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Crnay of GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maalox did not affect GEODON pharmacokinetics. Population pharmacokinetic analysis
of schizophrenic patientsin controlled clinical trials has not revealed any clinically significant pharmacokinetic interactions with benztropine,
propranolol, or lorazepam. Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the
metabolism of drugs cleared primarily by CYP1A2, CYP2C9, CYP2C19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with /ithium450 mg bid for 7 days did not affect the steady-
state Ievel or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral

thinyl estradiol (0.03 mg) and leve (0.15mg). Consistent with invitro results, astudy innormal healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and GD-1 mice. In male mice,
there was no increase in incidence of tumors relative to controls. In female mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary gland adenocarcinoma at all doses tested. Increases in serum prolactin were
observed in a 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study atthe doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
inone strain of S. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
time to copulation in Sprague-Dawiley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5 to
8 times the MRHD of 200 mg/day on a mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m? basis).
There was noeffect on fertility at 40 mg/kg/day (2times the MRHD onamg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy
onlyifthe potential benefit justifies the potential risk to the fetus. Laborand Delivery: The effect of GEODON on labor and delivery in humans
is unknown. Nursing Mothers: Itis not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65years of age or over. In general, there was no indication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the initial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week flexible-dose trials)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-treated
patients were akathisia, anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%) compared to one placebo patient each for dystonia and rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events at an Incidence >5% and at Least Twice the Rate of Placeho: The most commonly observed adverse events associated
with GEODON in schizophreniatrials were somnolence (1 4%)and respiratory tract infection (8%). The most commonly observed adverse
events associated with the use of GEODON in bipolar mania trials were %), dal symp! (31%), dizziness
(16%), akathisia (10%), abnormal vision (6%), asthenia (6%), and vomiting (5%). The following list enumerates the treatmen- emergent
adverse events that occurred during acute therapy, including only those events that occurred in 2% of GEODON patients and at a greater
incidence than in placebo. Schizophrenia: Body as a Whole—asthenia, accidental injury, chest pain. Cardiovascular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous pyramidal symptom: akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendages—rash, fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body as a Whole—headache, asthenia, accidental injury. Cardiovascular— hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivation, tongue edema, dysphagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses—abnormal vision. Dose Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth |ncreased salivation, anhralgla anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

EPS): The incid reported EPS for GEODON patients in the short-term, placebo-controlled schizophrenia

effective in detecting such patients. Rather, GEODON should with hist illness,
eg, QT prolongation, recent acute myocardial infarction, uncumpensaleﬂ heartfailure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are found to have persistent QT, measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration of antipsychotic drugs. The management of NVS should include: (1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from NS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuntary, dyskinetic
movements may develop in patients undergoing treatment with antipsychotic drugs. Although the prevalence of TD appears to be highest
among the elderly, especially elderly women, itis impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patientsare likely to developTD If mgns and symptoms of TD appear inapatienton GEODON, drug discontinuation should
be considered. Hyy ia and Diab litus: Hyp related ad ts, sometimes serious, have been reported in
patients treated with atyplca\ antipsychotics. There have been few reports of hyperglycemia or dlabetes in patients treated with GEODON,
and it s not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing trials, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was dose related, although the
finding might also be explained by longer exposure n higher-dose patients. Several patients with rash had signs and symptoms of associated
systemic illness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GEODON, and all patients were reported to recover completely. Upon appearance of rash for which an alternative etiology

trials was 14%vs 8% forplacebo Objectively collected data from those trials on the Simpson-Angus Rating Scale and the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of >7% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse eventin 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
of clinically significant weight gain (>7% of body weight) in patients with alow BMI (<23) compared to normal (23-27) or overweight (>27)
patients.There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients with a “normal” BMI,anda 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changes: GEODON is associated with an increase in the QT interval (see
WARNINGS). In schizophrenia rials, GEODON was associated with amean increase in heart rate of 1.4 beats per minute compared toa0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent: abdominal pain, flu
syndrome, fever, accidental fall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; /nfrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; Infrequent: rectal hemorrhage,
dysphagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl idase increased, f

cannot be identified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce h nassociated
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its ct4-

adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be
used cautiously in patients with a history of seizures or with ions that potentially lower the seizure threshold, .., Alzheimer’s dementia.
Conditions that lower the seizure threshold may he more preva\em inapopulation of 65 years or older. Dysphagia: Esophageal dysmotility
and aspiration have been iated with anti drug use. A ion pneumonia is acommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer's dememla and GEODON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis). Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
prolactin levels in humans. Tissue culture experiments indicate that approximately one third of human breast cancers are prolactin dependent
invitro, afactor of potentialimportance if the prescription of these drugs is contemplated in a patient with previously detected breast cancer.
Neither clinical studies nor epidemiologic studies conducted to date have shown an association between chronic administration of this class
of drugs and tumorigenesis in humans; the available evidence is considered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnolence was acommonly reported adverse eventin GEODON patients. In the 4-and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
hazardou: inery untilthey are certain that GEODON therapy does not affect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Regulation: Although not reported with GEODON in premarketing trials,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt s inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient management to reduce overdose risk.
Usein Patients with Concomitant lliness: Clinical experience with GEODON in patients with certain concomitant systemicillnesses is limited.
GEODON has noth luated or used toany appreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see T Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System—lnfrequent anemia, ecchymosis, leukocytosis, leukopenia, eosinophilia,

; Rare:thromb h , lymphocytosis, monocytosis, basophilia, lymphedema, polycythemia,
thrombocythem\a Metabolic and Nutritional Disorders quent:thirst, inase increased, peri edema, hypergly
creatine phosphokinase increased, alkaline increased, hyperc ia, dehydration, Iactlcdehydrogenase |ncreased
a\bummuna hypokalemia; Rare BUN increased, creatinine increased, h ia, h hyperkalemia, h

P hyps , hypoproteinemia, glucose tolerance decreased, gout, hyperchloremia, hyperuricemia, hypocalcemla
hypogl reaction, hypc ketosis, respiratory alkalosis. Musculoskeletal System— Frequent: myalgia;

lnfrequent tenosynovitis; Rare:myopathy. Nervous System Frequent:agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis,
diplopia, incoordination, neuropathy; Infrequent: paralysis; Rare:myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos,
reflexes increased, trismus. Respiratory System— Frequent: dyspnea; Infrequent: pneumonia, epistaxis; Rare: hemoptysis, laryngismus.
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; /nfrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visual ield defect, keratitis, keratoconjunctivitis. Urogenital System —/nfrequent:impotence, abnormal
ejaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage.
Adverse Finding Observed in Trials of Intramuscular GEODON: In these studies, the most commonly observed adverse events associated
with the use of intramuscular GEODON (25%) and observed atarate on intramuscular GEODON ( in the higher dose groups) at least twice
that of the lowest intramuscular GEODON group were headache (13%), nausea (12%), and somnolence (20%). Adverse Events atan
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
that occurred in 1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
Body as aWhole—headache, injection site pain, asthenia, abdominal pain, flu syndrome, back pain. Cardiovascular— postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory— rhinitis. Skin and Appendages—
furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is notacontrolled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documented in 10 patients. All patients survived without sequelae. Inthe patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/75).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.
Psychopharmacology. 2001;155:128-134. 2. Brook S, Walden J, Benattia I, Siu CO, Romano SJ Z\prasldone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison

of intramuscular and oral formulations in a 6- week, randcmued blinded-assessment study

logy. 2005;178:514-523. 3. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone,

2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J Clin F’sych/atry 2001;62:12-18. 4. Brook S, Lucey JV, Gunn KP, for the Z\prasndone 1 Study Group Intramuscular ziprasidone compared

with intramuscular haloperidol in the treatment of acute psychosis. J Clin Psychiatry. 2000;61:933-941.
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Control acute agitation with

GEODON

or Injeetion (ziprosidone mesylate)
A

In schizophrenia. ..

Rapid improvement with low EPS'2

* Significant control achieved between 15 and 30 minutes* after injection”
¢ Proven advantages over haloperidol IM

— twice the improvement as measured on the BPRS*

— significantly lower incidence of movement disorders®
e Smooth transition, with continued improvement, from IM to oral therapy**
e May be used concomitantly with benzodiazepines

3

“In 2 pivotal studies vs control, significance was achieved at 15 minutes (with 10 mg dose) and 30 minutes (with 20 mg dose), respectively.
*In a 7-day, open-label IM-to-oral transition study.
*In a 6-week, open-label IM-to-oral transition study.

GEODON

Oral Capsules (ziprasidone HC
and Injeetion (zipiosidone mesylafe)

S

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
compared to placebo. GEODON is not approved for the treatment of patients with dementia-related psychosis.

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 has a greater capacity to prolong
the QT interval than several antipsychotics. In some 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.

In fixed-dose, pivotal studies, the most commonly observed adverse events associated with the use of GEODON for Injection (incidence
>5%) and observed at a rate in the higher GEODON dose groups (10 mg, 20 mg) of at least twice that of the lowest GEODON dose group
(2 mg control) were somnolence (20%), headache (13%), and nausea (12%).

Please see brief summary of prescribing information on adjacent page.



