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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 illness 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 d:

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-
mgle 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 cocaine, cannabi-
noids, or amphetamines in two standard unne drug screening methods

in vitro.

Carcinogenesis, Mutagenesis, and Impairment of Fertility

Carcinogenesis

In a two-year carcinogenicity study, BBC3F; mice were administered ramelteon
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 developed a dose-related increase in the inci-
dence of hepatic adenomas at dose levels > 300 mg/kg/day and hepatic

hepatc

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 association with the use of hypnotics.

Patients should avoid engaging in hazardous activities that require concentra-

tion (such as operating a motor vehicle or heavy machinery) after taking
0ZEREM.

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 recommended for use in those populations.

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 Cpa. 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 AUCq.i¢ for ramelteon increased
approximately 190-fold, and the Cpay 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
AUCo.in and Cpay) 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 AUCo. int and Crnax Of ramelteon
increased by ap; ly 84% and 36%, , when a single 16 mg
dose of ROZEREM was administered on the fourth day of ketoconazole
200 myg twice daily of ROZEREM
alone. Similar increases were seen in M-Il pharmacokinetic variables.
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.ny and Crmay) 0f ramelteon after a single 16 mg dose of ROZEREM was
increased by app ly 150% when i 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.

studies of of ROZEREM with fluoxe-
tine (CYP2D6 mhlhwtor) umepraznle (CYP1A2 inducer/CYP2C19 inhibitor),
pl (CYP phan (CYP2D6 substrate)
did not produce cllnlcal\y meamnglul changes in enher 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), dextrumethurphan (CYP2D6 suhslra\e) mldazolam (CYP3A4
C digoxin (p-gl in sub-
strate), and warfarin (CYP2C9 [S]/CYP1A2 [R] subslrate) did not produce
clinically meaningful changes in peak and total exposures to these drugs.
Effect of Alcohol on Rozerem
Alcohol: With single-dose, daytime co-administration of ROZEREM 32 mg
and alcohol (0.6 g/kg), there were no clinically meaningful or statistically sig-
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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-I, respectively, at the MRHD based on AUC).
In a two-year carcinogenicity study conducted 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-II,
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-II, 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
testosterone levels with 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
luteinizing 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-Il 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 /iro 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/m2 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 basis). A reduction in the number of corpora lutea occurred at the
0/kg) dose level. i up to 600 )
to male rats for 7 weeks had no effect on sperm quality and when the treated
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/kg/day in females (26-times the MRHD on a
mg/m2 basis) and 600 mg/kg/day in males (786-times higher than the MRHD
on a mg/m2 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

higher than the ic exposure to
the MRHD based on AUC).
The effects of on pre- and post-natal dt 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
offspring of the groups given 100 mg/kg/day and higher. Offspring in the

00 mg/kg/day group physical and d 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
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/m2 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 in Di 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
genera\ supportive measures employed.
reduce exposure to ROZEREM. Therefore,

and M-I1, respectively, at

t effectivel

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 decreased spontaneous move-
ment. At ma1ernal\y 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-Il 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 teratogenicity was associated with any dose level. The no-effect level for
teratogenicity was, therefore, 300 mg/kg/day (11,862-times and 99-times

RAM-00240

the use of dialysis in the treatment of overdosage is not appropriate.

Poison Control Center

As with the of all o , the of multlple drug
ingestion should be considered. The physw\an may contact a poison control
center for current information on the management of overdosage.
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SLEEP

AGENTS

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

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

e 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'

*Rozeremiis 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 goingito-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.

ORozerem.

ramelteOn 8-mg tablets

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.



Who will make mental health their number one priority?

Who will focus 100% of their research and development
on innovative treatments?

Who will constantly look for ways to support patients and caregivers?

Who will partner with mental healthcare professionals
with an unprecedented commitment?

WE WILL.

~Janssen.

Exclusively dedicated to mental health

Please visit our Web site at www.janssen.com
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DEPRESSED PATIENTS NEED EMOTIONAL SYMPTOM RELIEF
BUT IS THERE SOMETHING MISSING?

Cymbalta is the first and only agent
approved for both the treatment of major
depressive disorder and the management
of diabetic peripheral neuropathic pain.

Help relieve both the emotional

and painful symptoms of depression.
Depression hurts. Cymbalta helps.

W

C}gmbalta® DELAYED

uloxetine HCI capsuLes

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.

+ Cymbalta is not approved for use in pediatric patients.

Cymbalta 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 dru;
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.

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.

Most common adverse events (25% 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 previous pages.

DD 39470 0406 PRINTED IN USA © 2006, ELI LILLY AND COMPANY.
ALL RIGHTS RESERVED. Cymbalta is a registered trademark of Eli Lilly and Company.
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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 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 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 he 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 adol 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
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.

INDICATIONS AND USAGE: Cymbalta is indicated for the treatment of major depressive disorder
(MDD). Cymbalta is indicated 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 (MAOIs)}—Concomitant use with Cymbalta is contraindicated
(see WARNINGS). Uncontrolled 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-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, 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 antidepressants for major depressive
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. 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 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 heen evaluated in humans or animals. Therefore, because Cymbalta is
an inhibitor of both serotonin and norepinephrine reuptake, it is recommended that Cymbalta not he
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.

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 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
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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 transam-
inase 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. 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. 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 mania/hypomania 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 trials 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.
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 Iliness—Clinical experience with Cymbalta in patients with concomitant
systemic illnesses 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 development 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 A;. (HbA:) 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;. 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 metabolites, 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—Concomitant use of duloxetine with
fluvoxamine, an inhibitor of CYP1A2, results in approximately a 6-fold increase in AUC and about a 2.5-fold
increase in Cmax Of 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) increased the concentration of duloxetine (40 mg QD)
by about 60%, and greater degrees of inhibition are expected with higher doses of paroxetine. Similar
effects would be expected with other potent CYP2D6 inhibitors (eg, fluoxetine, quinidine). Potential for
Duloxetine 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, Hepatotoxicity). CNS-Acting Drugs—Given the primary CNS effects of Cymbalta, it
should be used with caution when it is taken in combination with or substituted for other centrally acting
drugs, including those with a similar mechanism of action. 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
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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 Fertilify—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 clas-
togenic 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-effect 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 lacta-
tion 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, irritabil-
ity, 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 Delivery—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—Of the 2418 patients in clinical studies of Cymbalta for MDD, 5.9% (143) were 65 years
of age or over. Of the 1074 patients in the DPN studies, 33% (357) were 65 years of age or over. 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 responses between the elderly and
younger patients, but greater sensitivity of some older individuals cannot be ruled out.

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 Ti in Placeho d 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-Controlled Trials—Major Depressive Disorder—Treatment-emergent adverse events that
occurred in 2% or more of patients treated with 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).
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The following events were reported by at least 2% of patients treated with Cymbalta for MDD and had an
incidence < placebo: upper abdominal pain, palpitations, dyspepsia, back pain, arthralgia, headache,
pharyngitis, cough, nasopharyngitis, and upper respiratory tract infection.

The most commonly observed adverse events in Cymbalta-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, dizziness, 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 underestimate 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 Cymbalta 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 mg 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.
Electrocardiograms 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, hyponatremia, jaundice, orthostatic hypotension
(especially at the initiation of treatment), serotonin syndrome, Stevens-Johnson Syndrome, syncope (especially
at initiation of treatment), syndrome of inappropriate antidiuretic hormone secretion (SIADH), and urticaria.

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class—Duloxetine is not a controlled substance.
Physical and Psychological Dependence—In animal studies, duloxetine did not demonstrate 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 measures
employed in the management of overdose with any drug.
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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 EM5AM 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, EMSAM should not be used with
the following antidepressants: selective serotonin reuptake inhibitors (S5RIs), dual serotonin and norepinephrine reuptake
inhibitors (SNRIs), tricyclic antidepressants (TCAs), monoamine oxidase inhibitors (MAOIs), mirtazapine, and bupropion;
meperidine and analgesics such as: tramadol, methadone, propoxyphene, and pentazocine; the antitussive
dextromethorphan; cyclobenzaprine; oral selegiline; and St. John's wort
=After stopping treatment with 55RIs, SNRIs, TCAs, MAQIs, 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
products and weight-reducing preparations that contain vasoconstrictors (g, pseudoephedrine, phenylephrine,
phenylpropanolamine, 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
sAdults 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 MAOIs, 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 aleohol 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 2% 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%), pharynagitis
(3% vs 29), and sinusitis (3% vs 1%)

Please see Brief Surmmary of FULL PRESCRIBING INFORMATION, including Boxed WARNING, on following pages.
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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 the incidence of sexual ,_&F{\l EMSAM 5 Fﬂg/24 hr
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CONTINUOUS DELIVERY FOR ONCE-DAILY APPLICATION

Brief Summary of Prescribing Information. For complete prescribing information please consult official
package circular.

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 psychi-
atric disorders. Anyone considering the use of EMSAM 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 shservation and communica-
tion with the prescriber. EMSAM is not approved for use in pediatric patients. (See WARNINGS
and PRECAUTIONS, Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) ptacebo-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 or behavior (suvicidality) during the first few months of treatment in those receiving
antidepressants. The average risk of such evenis in patients receiving antidepressants was
4%, twice the placebo risk of 2%. No suicides occurred in these trials.

INDICATIONS AND USAGE
EMSAM is indicated for the treatment of major depressive disorder.

The efficacy of EMSAM in the treatment of major depressive disorder was established in 6- and 8-week
placebo-controlled trials of outpatients with diagnoses of DSM-IV category of major depressive disorder (see
Clinical Efficacy Trials in Full Prescribing Information).

Amajor depressive episode (DSM-IV) implies a prominent and relatively persistent (nearly every day for at Jeast
2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and inciudes at least five
of the following nine symptoms: depressed mood, loss of interest in usual activities, significant change in weight
andfor appetite, insomnia or hypersomnia, psychomotor agitation or retardation, increased fatigue, feelings of
guilt or worthlessness, slowed thinking or impaired concentration, and suicide attempt or suicidal ideation.

The benefit of maintaining patients with major depressive disorder on therapy with EMSAM after achieving
a responder status for an average duration of about 25 days was demonstrated in a controlled trial (see
Clinical Efficacy Trials under CLINICAL PHARMACOLOGY in Full Prescribing Information). 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 (see DOSAGE AND ADMINISTRATION).

The antidepressant action of EMSAM in hospitalized depressed patients has not been studied.

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., fluoxetine, sertraline,
and paroxetine), dual serotonin and norepinephrine reuptake inhibitors (SNRIs, e.g., ventafaxine and duloxetine),
tricyclic antidepressants (TCAs, e.g., imipramine and amitriptyline), bupropion hydrochloride; meperidine and
analgesic agents such as tramadol, methadone and propoxyphene; the antitussive agent dextromethorphan;
St. John’s wort; mirtazapine; and cyclobenzaprine. EMSAM should not be used with oral selegitine or other
MAO inhibitors (MAOIs e.g., isocarboxazid, phenelzine, and tranylcypromine) (see WARNINGS).

Carbamazepine and oxcarbazepine are contraindicated in patients taking selegiline {see PRECAUTIONS,
Drug Interactions).

As with other MAOIs, EMSAM is contraindicated for use with sympathomimetic amines, including amphet-
amines as well as cold products and weight-reducing preparations that contain vasoconstrictors (e.g.,
pseudoephedrine, phenylephrine, phenylpropanolamine, and ephedrine).

As with other MAOIs, patients taking EMSAM should not undergo elective surgery requiring general anes-
thesia. Also, they should not be given cocaine or focal anesthesia containing sympathomimetic 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 MAOIs, EMSAM is contraindicated for use in patients with pheochromocytoma.

EMSAM is an irreversible MAO inhibitor. As a class, these compounds have been associated with hyper-
tensive crises caused by the ingestion of foods containing high amounts of tyramine. 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 ma/24 hours
and 12 mg/24 hours. (See: WARNINGS and PRECAUTIONS, Drug Interactions, 7yramine.)

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 unusua! changes in
hehavior, whether or not they are taking antidepressant medications, and this risk may persist until signifi-
cant 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 ado-
lescents with Major Depressive Disorder (MDD) and other psychiatric disorders.

Pooled analyses of short-term placebo-controlled trials of nine 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 consid-
erable variation in risk among drugs, but a tendency toward an increase for aimost alt 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 frials. It is unknown whether the suicidality risk in pediatric patients
extends to longer-term 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
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 dese 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-morbid depression in the setting of other psychlalrlc |l|ness being treated
with antidepressants should be observed similarly for clinical g and suicidality, esp
during the initial few months of a course of drug therapy, or at times of duse changes, either i mcreases
or decreases.

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 fea-
sible, but with recognition that abrupt discontinuation can be associated with certain symptoms.

Families and caregivers of pediatric patienis being treated with antidepressants for major depres-
sive disorder or other indications, both psy ic and nonpsy ic, should be alerted about the
need to monitor patients for the emergence of agitation, irritability, unusual changes in behavior, and
the other symptoms described ahove, as well as the emergence of suicidality, and to report such
symptoms immediately to healthcare providers. Such monitoring should include daily observation by
families and caregivers. Prescriptions for EMSAM (selegiline transdermal system) should be written for
the smallest 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 tikelihood 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 shouid include a detailed psy-
chiatric 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 MAO inhibitor. MAO is important in the catabolism of dietary amines (e.g., tyramine).
In this regard, significant inhibition of intestinal MAQO-A activity can impose a cardiovascular safety risk fol-
lowing the ingestion of tyramine-rich foods. As a class, MAQIs 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 e fatal, are characterized by some or all of the following symptoms: occipital 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 hypertension and advised to seek immediate medical attention if these signs
or symptoms are present.

In 6 of the 7 clinical studies conducted with EMSAM at doses of 6 mg/24 hours—12 mg/24 hours, patients
were not limited to a modified diet typically associated with this class of compounds. Although no hyperten-
sive crises were reported as part of the safety assessment, the likelihood 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 continuously monitored.

To further define the likefihood of hypertensive crises with use of EMSAM, several Phase | tyramine chal-
lenge studies were conducted both with and without food (see PRECAUTIONS, Drug Interactions,
Tyramine). \n 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. Phentolamine 5 mg or labetalol 20 mg administered slowly
intravenously is recommended therapy to contro! hypertension. Alternately, nitroprusside delivered by con-
tinuous intravenous infusion may be used. Fever should be managed by means of external cooling. Patients
must be closely monitored until symptoms have stabilized.

Dietary Modifications Required for Patients Taking EMSAM 9 mg/24 hours and 12 mg/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 two 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’:

Class of Food and Tyramine-Rich Foods and Beverages
Beverage to Avoid

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

Acceptable Foods, Containing
No or Little Tyramine

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

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

Dairy Aged cheeses Processed cheeses, mozzarella,
ricotta cheese, cottage 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 aflow for ongoing fermentation

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

supplements containing fyramine
1 Adapted from K. I. 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 “serotonin syndrome” has
been reported with the combination of non-selective MAOIs with certain other drugs, including tricyclic or
selective serofonin reuptake inhibitor antidepressants, amphetamines, meperidine, or pentazocine.
Serotonin 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 defirium 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 combination with selective serotonin reuptake inhibitors (SSRis,
e.g., fluoxetine sertraling, paroxeting); dual serotonin and norepinephrine reuptake inhibitors (SNRIs,

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggre:
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adult and
pediatric patients being treated with antidepressants for major depressive disorder as well as for other
indications, both psychiatric and nonpsychiatric. Afthough 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

e.g., venlafaxine and duloxetine); tricyclic antidepressants (TCAs, e.g., imipramine and amitriptyline); oral
selegitine or other MAOIs (e.g., isocarboxazid, phenelzine, and tranylcypromine), mirtazapine; bupropion
hydrochioride; meperidine and analgesic agents such as tramadol, methadone, and propoxyphene; the anti-
tussive 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 coid



products and weight-reducing preparations that contain vasoconstrictors {.g., pseudoephedring, phenyle-
phrine, phenylpropanolamine, and ephedrine). (See CONTRAINDICATIONS.)

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

After stopping treatment with SSRis; SNRIs; TCAs; MAQIs; meperidine and analgesics such as tramadol,
methadone, and propoxyphene; dextromethorphan; St. John's wort; mirtazapine; bupropion HC; or buspirone
HC), 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 haif-life of fluoxeting and its active
metabolite, at least five weeks should elapse between discontinuation of fluoxetine and initiation of ireat-
ment with EMSAM. At least two weeks should elapse after stopping EMSAM before starting therapy with
buspirone HCI or a drug that is contraindicated with EMSAM.

PRECAUTIONS

General

Hypotension

As with other MAQIs, postural hypotension, sometimes with orthostatic symptoms, can occur with EMSAM
therapy. In short-term, placebo-centrolled depression studies, the incidence of orthostatic hypotension (i.e.,
a decrease of 10 mmHg or greater in mean biood pressure when changing position from supine or sitting
1o standing) was 9.8% in EMSAM-treated patients and 6.7% in placebo-treated patients. [t is recommend-
ed that elderly patients treated with EMSAM be closely observed for postural changes in blood pressure
throughout treatment. Dose increases should be made cautiously in patients with pre-existing orthostasis.
Postural hypotension may be refieved 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 occurred 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 iiinesses is fimited. Caution
is advised when using EMSAM in patients with disorders or conditions that can produce aitered metabo-
fism or hemodynamic responses.

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

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

Although studies of phenylpropanolamine and pseudoephedrine did not reveal pharmacokinetic drug inter-
actions 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 henefits and risks associated with treatment with EMSAM and should counsel them in its appropriate
use. A patient Medication Guide About Using A ts in Chi and T is available
for EMSAM. The prescriber or health professional should instruct patients, their families, and their care-
givers 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 ques-
tions they may have. The complete text of the Medication Guide is reprinted at the end of this document.
Patients should be advised of the following issues and asked to alert their prescriber if these ocour 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
restiessness), 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. Famifies
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 present-
ing 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 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 sympathomimetic agents while on EMSAM therapy.

Patients should be advised not to use selective serotonin reuptake inhibitors (SSRIs, e.g., fluoxetine,
sertraiine, paroxetine, and St. John’s wort), dual serotonin and norepinephrine reuptake inhibitors (SNRIs,
¢.g., venlafaxine and duloxetine), tricyclic antidepressants (TCAs, e.g., imipramine and amitriptyling),
mirtazapine, oral selegiline or other MAOIs (e.g., isocarboxazid, phenelzine, and tranylcypromine), bupropi-
on hydrochloride or buspirone hydrochloride while on EMSAM 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 haz-

ardous machinery, including automobiles, 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 fo increase the impairment of mental
and motor skills caused by alcohol, 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
dextrometnorphan.

Patients should 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 selegitine 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 9 mg/24 hours or EMSAM 12 mg/24 hours, and for two 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 stiffiess, 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 heating pads or electric blankets, heat lamps, saunas, hot tubs, heated water beds, and pro-
longed direct sunlight since heat may result in an increase in the amount of selegiline absorbed from the
EMSAM patch and produce elevated serum levels of selegiline.

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 notify their physician if they are breast-feeding an infant.

While patients may notice improvement with EMSAM (selegiline transdermal system) therapy in one 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 into 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 In vitro
Metabolism in Full Prescribing Information). in all 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.

Alcohot

The pharmacokinetics and pharmacodynamics of atcohol (0.76 mg/kg) alone or in combination with
EMSAM 6 mg/24 hours for 7 days of treatment was examined in 16 healthy volunteers. No clinically signif-
icant differences were observed in the pharmacokinetics or pharmacodynamics of alcohol or the pharma-
cokinetics of selegiline during co-administration. Although EMSAM has not been shown to increase the
impairment of mental and motor skills caused by alcohol (0.75 mg/kg) and failed to alter the pharmacoki-
netic properties of alcohol, patients should be advised that the use of alcohol is not recommended white
taking EMSAM.

Alprazolam .
In subjects who had received EMSAM 6 mg/24 hours for 7 days, ce-administration with alprazolam
(15 mg/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 MAOIs, including selegiline (see
CONTRAINDICATIONS).

Ibuprofen
In subjects who had received EMSAM 6 mg/24 hours for 11 days, combined administration with the CYP2C9
substrate ibuprofen (800 mg single dose) did not affect the pharmacokinetics of either selegiling or ibuprofen.

Ketoconazofe

Seven-day treatment with ketoconazole (200 mig/day), a potent inhibitor of CYP3A4, did not affect the
steady-state pharmacokinetics of selegiline in subjects who received EMSAM 6 mg/24 hours for seven days
and no differences in the pharmacokinetics of ketoconazole were observed.

Levathyroxine

In healthy subjects who had received EMSAN 6 mg/24 hours for 10 days, single dose administration with
Jevothyroxine (150 pig) did not alter the pharmacokinetics of either selegiline or levothyroxine (as judged by
T3 and T, plasma leveis).

Olanzapine

In subjects who had received EMSAM 6 mg/24 hours for 10 days, co-administration with olanzapine, a
substrate for CYP1A2, CYP2D6, and possibly CYP2A6, did not affect the pharmacokinetics of either selegi-
line or olanzapine.

Phenylpropanolamine (PPA}

In subjects who had received EMSAM 6 mg/24 hours for 8 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 pharmacodynamic interaction. It is prudent to avoid the concomitant use of sympathomimetic
agents with EMSAM.

Pseudoephedrine

EMSAM 6 mg/24 hours for 10 days, co-administered with pseudoephedrine (60 mg three 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 adminis-
tration alone, or in combination 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 tisperidone (2 mg
per day for 7 days), a substrate for CYP2DS, did not affect the pharmacokinetics of either selegiline or
risperidone.

Tyramine

Selegiline (the drug substance of EMSAM) is an irreversible inhibitor of monoamine oxidase (MAO), a
ubiquitous intraceltutar enzyme. MAQ exists as two isoenzymes, referred to as MAD-A and MAO-B. Selegiline
shows greater affinity for MAO-B; however, as selegiline concentration increases, this selectivity is lost with
resutting dose-related inhibition of MAO-A. Intestinal MAQ is predominantly type A, while in the brain both
isoenzymes exist.

MAQO plays a vital physiological role in terminating the biological 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. MAO in the gastrointestinal tract
(primarily type A) provides protection from exogenous amines with vasopressor actions, such as tyramine,
which if absorbed intact can cause a hypertensive crisis, the so-called “cheese reaction.” If a large 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 MAOIs. 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 MAO inhibition to be achieved in the brain while avoiding levels of gastrointestinal
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.

Fourtesn tyramine challenge studies including 214 healthy 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 ma/24 hours-12 mg/24 hours), measured as the dose of fyramine required to raise systolic
bioad 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 capsules 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 tranyicypromine 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 (selegitine
transdermal system) 12 mg/24 hours. At 30, 60, and 90 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, resulting in a mean pressor dose of 172 mg (2.7 times the mean pressor dose observed without food,
p <0.003).

With the exception of one study (N=153), the phase Ill clinical development program was conducted with-
out requiring a 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 were reported in any patient receiving EMSAM.

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 Bietary Modifications Required for Patients Taking EMSAM
9 mg/24 hours and 12 mg/24 hours. (See WARNINGS )

Warfarin

Warfarin is a substrate for CYP2C9 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 VIf or Factor X levels.

Garcinogenesis, Mutagenesis, lmpairment of Fertility
Carcinogenesis
In an oral carcinogenicity study in rats, setegifine 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/mz hasis).

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

Mutagenesis

Selegiline induced mutations and chromosomal damage when tested in the in vifro mouse lymphoma assay
with and without metabolic activation. Selegitine was negative in the Ames assay, the in vifro mammalian
chromosome aberration assay in human lymphocytes, and the in vivo oral mouse micronucleus assay.

Impairment of Fertility

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 & 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 - Pi Category C

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? hasis). At the highest dose there was a
decrease in fetal weight and slight increases in malformations, defayed 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 at the highest dose tested (36 mg/kg; no-effect dose 12 mg/kg);
no 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 dose. In an ora/ embryofetal devel-
opment 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 prenatat and postnatal development study in rats, dams were treated with transdermal selegifine 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 ges-
tation and days 1-21 of the factation period. An increase in post-implantation loss was seen at the mid and
high doses, and an increase in stillhorn pups was seen at the high dose. Decreases in pup weight {through-
out lactation and post-weaning periods) and survival (throughout lactation period), retarded pup physical
development, and pup epididymat 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 per-
formance, 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 selegiline and its metabolites 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-controlled studies in pregnant women. EMSAM should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

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

Nursing Mothers

In a prenatal and postnatal study of transdermal selegiline in rats, sefegiline and metabolites were
excreted into the milk of lactating rats. The levels of selegiline and metabolites in milk were approximately
15 and 5 times, respectively, steady-state levels of sefegiline and metabolites in maternal plasma. it is not
known whether this drug is excreted in human milk. Because many drugs are excreted in human milk,
caution 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 considering the use of EMSAM in a child or adolescent must batance the potential risks with the
clinical need.

Geriatric Use
One hundred ninety-eight (198) elderly (=65 years of age) patients participated in clinical studies with EMSAM
6 mg/24 hours to 12 mg/24 hours. There were no overall differences in effectiveness between elderly and
younger patients. In short-term, placebo-controlled 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% placebo).

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 pharmacelogy/pharmacoki-
netics studies and 2036 exposures from patients in controlled and uncontrolied 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 shori-term and longer-term exposures. Safety was
assessed hy monitoring adverse events, physical examinations, vita! signs, body weights, laboratory analy-
ses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinicatl
investigators. In the tables and tabutations that foliow, standard COSTART terminology has been used to
classify reported adverse events. The stated frequencies of adverse events represent the proportion of indi-
viduals 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 follow-
ing baseline evaluation.

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

Adverse Events Associated with Discontinuation of Treatment

Among 817 depressed patients who received EMSAM (selegiline transdermal system) at doses of either
3 mg/24 hours {151 patients), 6 mg/24 hours (550 patients) or 6 mg/24 hours, 9 mg/24 hours, and
12 mg/24 hours (116 patients) in placebo-controlied 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 onty
adverse event associated with discontinuation, in at least 1% of EMSAM-treated patients at a rate at least
twice that of placebo, was application site reaction (2% EMSAM vs. 0% placebo).

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 deprassed patients who received EMSAM in doses ranging from 3 to 12 mg/24 hours
in placebo-controlled trials of up to 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 pool, the following events met these criteria: application site reac-
tions, 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 trials.
Similarly, the cited frequencies cannot be compared with figures cbtained from other clinical investigations
involving different treatments, uses, and investigators. The cited figures, however, do provide the prescrib-
ing physicians with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event incidence rate in the population studied.

Table 1. Treatment-Emergent Adverse Events: Incidence in Placebo-Gontrolled Clinical Trials for
Major Depressive Disorder with EMSAM®

Body System/Preferred Term EMSAM (N=817) I 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
Skin

Application Site Reaction 24 12

Rash 4 2

() 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, abdomi-
nal pain, nervousness, back pain, asthenia, anxiety, flu syndrome, accidental injury, somnolence, rhinitis,
and palpitations.

Application Site Rleactions

in the pool of short-term, placebo-controlled major depressive disorder 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-ireated 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 ery-
thema and most resolved spontaneousty, requiring no treatment. When treatment was administered, it most
commosly consisted of dermatological preparations of corticosteroids.

Male and Female Sexual Dysfunction with MAO-Inhibitors
Although changes in sexual desire, sexual performance and sexual satisfaction often occur as manifesta-
tions of a psychiatric disorder, they may also be a consequence of pharmacologic treatment.

Reliable estimates of the incidence and severity of unfoward experiences involving sexuat desire, per-
formance, and satisfaction are difficult to obtain, in part because patients and physicians may be refuctant
to discuss them. Accordingly, estimates of the incidence of untoward sexual experience and performance
cited in product labeling are likely to underestimate their actual incidence. 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

Adverse Event EMSAM [ Placebo
IN MALES ONLY
{(N=304) (N=256)
Abnormal Ejaculation 1.0% 0.0%
Decreased Libide 0.7% 0.0%
Impotence 0.7% 0.4%
Anorgasmia 0.2% 0.0%
IN FEMALES ONLY
(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 baseline in vital signs
(pulse, systolic blood pressure, and diastolic biood pressure) and (2) the incidence of patients meeting cri-
teria for potentially clinically significant changes from baseline in these variables. In the pool of short-term,
placeho-controlled 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 biood 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 (selegiline transdermal system)

Overdosage with MAQI agents is typically associated with CNS and cardiovascular toxicity. Signs and
symptoms of overdosage may include, alone or in combination, any of the following: drowsiness, dizziness,
faintness, irritability, hyperactivity, agitation, severe headache, hallucinations, trismus, opisthotonos, convul-
sions, coma, rapid and irregular 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 related to extent of the overdosage.

Treatment 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

Weight Change EMSAM Placebo
(N=757) (N=614)
Gained = 5% 2.1% 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 to
+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 clini-
cally 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 lll studies. The conditions and duration of exposure to EMSAM varied and included
double-blind and open-label 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 listed in Table 1 or
elsewhere in labeling, and those events occurring in only one patient. It is important to emphasize that
although the events occurred during treatment with EMSAM (selegiline transdermal system), 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 infec-
tion, 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 fibrillation, 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, rectal 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, dehydration, alcohol intolerance, hyponatremia, increased
lactic dehydrogenase. Rare: Increased alkaline phosphatase, bilirubinemia, hypoglycemic reaction.

Musculoskeletal System: Frequent: Myalgia, pathological fracture. Infrequent: Arthralgia, generalized
spasm, arthritis, myasthenia, arthrosis, tenosynovitis. Rare: Osteoporosis.

Nervous System: Frequent: Agitation, paresthesia, thinking abnormal, amnesia. Infrequent: Leg cramps,
tremor, vertigo, hypertonia, twitching, emotional lability, confusion, manic reaction, depersonalization, hyper-
kinesias, hostility, myoclonus, circumoral paresthesia, hyperesthesia, increased libido, euphoria, neurosis,
paranoid reaction. Rare: Ataxia.

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

Skin and Appendages: Frequent: Pruritus, sweating, acne. Infrequent: Dry skin, maculopapular rash, con-
tact dermatitis, urticaria, herpes simplex, alopecia, vesiculobullous rash, herpes zoster, skin hypertrophy,
fungal dermatitis, skin benign neoplasm. Rare: Eczema.

Special Senses: frequent: Taste perversion, tinnitus. Infrequent: Dry eyes, conjunctivitis, ear pain, eye
pain, otitis media, parosmia. Rare: Mydriasis, otitis external, visual field defect.

Urogenital System: Frequent: Urinary tract infection, urinary frequency, dysmenorrhea, metrorrhagia.
Infrequent: Urinary tract infection (male), vaginitis, cystitis (female), hematuria (female), unintended preg-
nancy, 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
Controlled Substance Class
EMSAM is not a controlled substance.

Physical and Psychological Dependence
Several animal studies have assessed potential for abuse and/or dependence with chronic selegiline admin-
istration. 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 clinical trials did not reveal any tendency for any drug-seeking behavior, these obser-
vations were not systematic and 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. 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 overdosage occur, immediately remove the
EMSAM system and institute appropriate supportive therapy. For contemporary consultation on the man-
agement of poisoning or overdosage, contact the National Poison Control Center at 1-800-222-1222.
EMSAM is considered to be an irreversible, MAQI at therapeutic doses and, in overdosage, is likely to
cause excessive MAO-A inhibition, and may result in the signs and symptoms resembling overdosage with
other non-selective, oral MAOI antidepressants (e.g., tranylcypromine [Parnate®], phenelzine [Nardil®], or
isocarboxazide [Marplan®]).

Overdosage With Non-Selective MAO Inhibition
NOTE: The following is provided for reference only: it does not 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 observed for 24-48 hours. Since death has been reported following
overdosage with MAOI agents, hospitalization with close monitoring during this period is essential.

ic MAO activity. With overdosage, in order to avoid the occurrence of hypertensive crisis (“cheese
reaction”), dietary tyramine should be restricted for several weeks beyond recovery to permit regeneration
of the peripheral MAO-A isoenzyme.

DOSAGE AND ADMINISTRATION

Initial Treatment

EMSAM (selegiline transdermal system) 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 rec-
ommended starting dose and target dose for EMSAM is 6 mg/24 hours. EMSAM has been 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 two
weeks. As with all antidepressant drugs, full antidepressant 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
two 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

1. 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 consecutive 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 calloused. 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 could
come off on your fingers.

5. Press the sticky side of the patch firmly 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.

6. 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.

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

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

9. 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

It is 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 con-
trolled trial (see Clinical 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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Still working to
solve the problem of
unresolved depression?




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. (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 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 taking
monoamine oxidase inhibitors (MAOIs). EFFEXOR XR
should 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 MAOI.




EFFEXOR XR is proven to help prevent new episodes

of depression up to 1 year:’

Adult and pediatric patients with MDD can experience
worsening of their depression and/or the emergence of suicidal
ideation and behavior, whether or not they are taking
antidepressants. Patients treated with antidepressants
should be observed closely for clinical worsening and
suicidality, especially at the beginning of drug therapy,
or at the time of increases or decreases in dose.
Anxiety, agitation, panic attacks, insomnia, irritability, hostility,
impulsivity, akathisia, hypomania, and mania have been
reported and may represent precursors to emerging suicidality.
Stopping or modifying therapy should be considered especially
when symptoms are severe, abrupt in onset, or not part of
presenting symptoms.

Please see brief summary of Prescribing Information
in this advertisement.

EFFEXOR XR

The change they deserve.

Treatment with venlafaxine is associated with sustained
increases in blood pressure (BP) in some patients. Postmarketing
cases of elevated BP requiring immediate treatment have been
reported. Pre-existing hypertension should be controlled.
Regular BP monitoring is recommended.

Abrupt discontinuation or dose reduction has been associated
with discontinuation symptoms. Patients should be counseled on
possible discontinuation symptoms and monitored while
discontinuing the drug; the dose should be tapered gradually. See
the Precautions section of the Prescribing Information.
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Diglogues
is a unique patient support and

education program that is designed to
help you foster successful therapy

Diglogues

offers patients access to a call center to
speak with a health care provider
for patient support and education
to reinforce your efforts

Diglogues
supplies feedback and updates

about these patient calls to you,
their physician
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BRIEF SUMMARY. See package insert for full prescribing information.

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. (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-
compulswe disorder (OCD), or other psychiatric disorders (a total of 24 trials involving over 4,400

ts) have revealed a greater risk of adverse events representing suicidal thinking or behawor
(su|c|da||ty) 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.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs). 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 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. It is unknown whether the suicidality risk in pediatric
patients extends to 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 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. Adults with MDD or comorbid depression in the setting of other psychiatric

treated with antidepressants should be observed similarly for clinical worsenii

especially during the initial few months of a course of drug therapy, or at times of dose changes,
increases or decreases. 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 and 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 and DOSAGE AND ADMINISTRATION). Families and caregivers
of pediatric patients being treated with antidepressants for MDD 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 Effexor XR
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. It is generally believed 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. Prior to initiating
antidepressant treatment, patients with depressive symptoms should be 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. Effexor XR is not approved for use in treating bipolar depression.
Potential for Interaction with MAOIs—Adverse reactions, some serious, have been reported in patients
who recently discontinued an MAOI and started on venlafaxine, or who recently discontinued
venlafaxine prior to ation of an MAOI. These reactions included tremor, myoclonus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with features resembling neuroleptic malignant
syndrome, seizures, and death. Effexor XR should 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 venlafaxine before starting an MAOI. Sustained Hypertension—Venlafaxine is associated with
sustained increases in blood pressure (BP) in some patients. Postmarketing cases of elevated BP requiring
immediate treatment have been reported. Pre-existing hypertension should be controlled. Regular monitoring
of BP is recommended. For patients experiencing sustained increase in BP, consider either dose reduction or
discontinuation. PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR. Abrupt
discontinuation or dose reduction of venlafaxine at various doses is associated with new symptoms, the
frequency of which increased with increased dose level and longer duration of treatment. Symptoms include
agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea, dizziness, dry mouth, dysphoric mood,
emotional lability, fasciculation, fatigue, headaches, hypomania, insomnia, irritability, lethargy, nausea,
nervousness, nightmares, seizures, sensory disturbances (e.g., paresthesias such as electric shock
sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is recommended. If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, consider
resuming the previously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
Insomnia and Nervousness: Treatment-emergent insomnia and nervousness have been reported. In Phase
3 trials, insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients
and in 3% of both Generalized Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness
led to drug discontinuation in 0.9% of depressed patients, in 2% of GAD patients, and in 0% of SAD and PD
patients. Changes in Weight. Adult Patients: In short-term MDD trials, 7% of Effexor XR patients had >5%
loss of body weight and 0.1% discontinued for weight loss. In 6-month GAD studies, 3% of Effexor XR patients
had >7% loss of body weight, and 0.3% discontinued for weight loss in 8-week studies. In 12-week SAD trials,
3% of Effexor XR patients had >7% loss of body weight and no patients discontinued for weight loss. In 12-
week PD trials, 3% of Effexor XR patients had >7% loss of body weight, and no patients discontinued for
weight loss. The safety and efficacy of venlafaxine in combination with weight loss agents, including
phentermine, have not been established. Coadministration of Effexor XR and weight loss agents is not
recommended. Effexor XR is not indicated for weight loss alone or in combination with other products.
Pediatric Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR patients
than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD studies (18% vs. 3.6%;
P<0.001). Weight loss was not limited to patients with treatment-emergent anorexia (decreased appetite).
Children and adolescents in a 6-month study had increases in weight less than expected based on data from
age- and sex-matched peers. The difference between observed and expected weight gain was larger for
children <12 years old than for adolescents >12 years old. Changes in Height: Pediatric Patients: In 8-week
GAD studies, Effexor XR patients aged 6-17 grew an average of 0.3 cm (n=122), while placebo patients grew
an average of 1.0 cm (n=132); P=0.041. This difference in height increase was most notable in patients <12.
In 8-week MDD studies, Effexor XR patients grew an average of 0.8 cm (n=146), while placebo patients grew
an average of 0.7 cm (n=147). In a 6-month study, children and adolescents had height increases less than
expected based on data from age- and sex-matched peers. The difference between observed and expected
growth rates was larger for children <12 years old than for adolescents >12 years old. Changes in Appetite:
Adult Patients: Treatment-emergent anorexia was more commonly reported for 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. 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. Mydriasis: Mydriasis has been reported; monitor patients with raised intraocular pressure or at risk
of acute narrow-angle glaucoma (angle-closure glaucoma). 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 clearances of venlafaxine and its
active metabolites 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 about operating hazardous
machinery, including automobiles, until they are reasonably sure that venlafaxine does not adversely affect
their abilities. Tell patients to avoid alcohol while taking Effexor XR and 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 preparations, they are taking or plan to take; 3) if they
develop a rash, hives, or related allergic phenomena. Laboratory Tests—No specific laboratory tests are
recommended. Drug Interactions— Alcohol: A single dose of ethanol had no effect on the pharmacokinetics
(PK) of venlafaxine or 0-desmethylvenlafaxine (ODV), 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 or ODV. Venlafaxine did not have
any effect on the PK of diazepam or its active metabolite, desmethyldiazepam, or 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 Crmay 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
Y 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 Metabolized by Cytochrome P450 Isoenzymes: \Venlafaxine is a relatively weak
inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19.
Imipramine: Venlafaxine did not affect the PK of imipramine and 2-OH-imipramine. However, desipramine
AUG, Crax and Cpyin increased by ~35% in the presence of venlafaxine. The 2-OH-desipramine AUCs increased
by 2.5-4.5 fold. Imipramine did not affect the PK of venlafaxine and ODV. Risperidone: \lenlafaxine slightly
inhibited the CYP2D6-mediated metabolism of risperidone to its active metabolite, 9-hydroxyrisperidone,
resulting in a ~32% increase in risperidone AUC. Venlafaxine coadministration did not significantly alter the PK
profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine did not inhibit
CYP3A4 in vitro and in vivo. Indinavir: In a study of 9 healthy volunteers, venlafaxine administration resulted
in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cpax. 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 tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2G19: 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. Based on its mechanism of
action and the potential for serotonin syndrome, use caution when coadministering venlafaxine with other
drugs affecting the serotonergic neurotransmitter systems, such as triptans, serotonin reuptake inhibitors, or
lithium. Electroconvulsive Therapy (ECT): There are no clinical data establishing the benefit of ECT combined
with Effexor XR treatment. i is, M i i of Fertility—Carcil is: 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. ODV 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/m? 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 malformations 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 serotonin 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 0DV 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 maturation of children and adolescents. Studies suggest
Effexor XR may adversely affect weight and height (see PRECAUTIONS-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 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 delaved) ejaculation, asthenia, vomiting, nervousness, headache,

vasodilatation, thinking abnormal, d d libido, and ing. Observed Ad 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 trials and a mean
increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory
Changes: 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, leukocytosis, leukopenia, lymphadenopathy, thrombocythemia; Rare:
basophilia, bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,
thrombocytopenia. Metabolic_and nutritional - Frequent: edema, weight gain; Infrequent: alkaline
phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia, hypoglycemia,
hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN increased,
creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis, hypercalcinuria,
hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia, 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, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia,
CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of
consciousness, delusions, dementia, 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, hyperventilation, laryngismus, laryngitis, pneumonia, voice
alteration; Rare: atelectasis, hemoptysis, hypoventilation, 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, ofitis
externa, scleritis, uveitis. Urogenital system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and
prostate irritability), urination impaired; Infrequent: albuminuria, amenorrhea, breast pain, cystitis, dysuria,
hematuria, kidney calculus, kidney pain, leukorrhea, menorrhagia, metrorrhagia, nocturia, 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, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), 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, pulmonary eosinophilia, 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: Electrocardiogram changes (e.g., prolongation of QT
interval, bundle branch block, QRS prolongation), sinus and ventricular tachycardia, bradycardia, hypotension,
altered level of consciousness (ranging from somnolence to coma), rhabdomyolysis, seizures, vertigo, liver
necrosis, and death have been reported. 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
W10404C019, revised November 2005.

®
Wyeth © 2005, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101
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KNOW THEFAGTS

1

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.

Vficor

Reference: : 1. McEvoy JP, Meyer JM, Goff DC, et al. Prevalence of the metabolic syndrome in patients with schizophrenia:
baseline results from the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) schizophrenia trial and
comparison with national estimates from NHANES IIl. Schizophr Res. 2005;80:19-32.
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ABILIFY® (aripiprazole) is indicated for
the treatment of acute manic and mixed episodes
associated with Bipolar | Disorder.

——

Please see IMPORTANT SAFETY INFORMATION,
including Bolded WAHHIHE, and INDICATIONS on following pages.
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Takes Understanding

and how you can help them get there

ABILIFY® (aripiprazole) may be able to help. ABILIFY is indicated for
treating acute manic or mixed episodes associated with Bipolar I
Disorder and maintaining efficacy in patients who have been stabilized
and then maintained for at least six weeks.* That means ABILIFY could
help control the symptoms of bipolar mania, stabilize mood, and reduce
the risk of manic relapse. In clinical trials, most patients taking
ABILIFY did not gain weight or feel drowsy.'

Commonly observed adverse events reported with ABILIFY in 3-week bipolar
mania trials at a >5% incidence for ABILIFY and at a rate at least twice the rate of
placebo include, respectively, akathisia (15% vs 4%), constipation (13% vs 6%), and
accidental injury (6% vs 3%).

*Physicians who elect to use ABILIFY for extended periods, that is longer than 6
should periodically re-evaluate the long-term usefulness of the drug for
the individual patient.

'On average, in short-term trials, patients reported: meaningful
weight gain, ABILIFY 3%, placebo 2%; drowsiness, ABILIFY .
12%, placebo 8%.

Please see IMPORTANT SAFETY INFORMATION, including (133 IMI0N'E
Bolded WARNING, and INDICATIONS on following pages. (aripiprazole)

5, T, 15, 20, 30 mg Tabdels
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IMPORTANT SAFETY INFORMATION:
| | Mortality in Elderly Pati With D -

Elderly patients with dementia-related psychosis treated

with atypical antipsychotic drugs are at an increased

risk ni!rlpmth compared to placebo. Although the causes

of death were varied, most of the deaths appeared to be

either cardiovascular or infectious in nature, ABILIFY

{aripiprazole) is not approved for the treatment of
atients with dementia-related psychosis (see Boxed
ARNING).

ABILIFY is contraindicated in patients with a known
hypersensitivity to the product,

As with all antipsychotic medications, including ABILIFY,
a rare condition referred to as neuroleptic malignant
syndrome (NMS) has been reported, As with al
antipsychotic medications, prescribing should be consistent
with the need to minimize the risk of tardive dyskinesia

(TD).

Cerebrovascular adverse events (cg, stroke, transient
ischemic attack), including faralities, have been reported m
an increased incidence in clinical trials of elderly patients
with dementia-related psychosis treated with ABILIFY,
including a significant dose-response relationship in a
fixed-dose trial. ABILIFY is not approved for the treatment
of patients with dementia-related psychosis.

Hyperglycemia, including some serious cases ranging from
ketoacidosis, hyperosmolar coma, or death, has been
reparted in patients rreated with arypical antipsychotics,
Patients on ABILIFY should be appropriately tested before
and monitored during trearment.

ABILIFY may be associated with orthostatic hypotension and
should be used with caution in patients with known
cardiovascular disease, cerebrovascular disease, or conditions
which would predispose them to hypotension,

As with other antipsychoric druf;s, ABILIFY should be used
with caution in parients with a history of seizures or with
conditions that lower the seizure threshold.

Like other antipsychotics, ABILIFY may have the potential 1o
impair judgment, thinking, or motor skills, Patients should
not drive or operate hazardous machinery until they are
certain ABILIFY does not affect chem adversely.

Distuption of the bady’s ability to reduce core body
temperature has been attributed to antipsychorics,
Appropriate care is advised for patients who may exercise
strenuously, be exposed to extreme hear, receive concomitant
medication with anticholinergic activity, or be subject to
dehydration,

As anripsychotics have been associated with esophageal
dysmaotility and aspiration, ABILIFY should be used

cautiously in padents ar risk for aspiration pneumonia,

IMPORTANT SAFETY INFORMATION and INDICATIONS for ABILIFY® (aripiprazole)

Please see BRIEF SUMMARY of FULL PRESCRIBING INFORMATION,
including Boxed WARNING, on the following pages.

As the possibility of a suicide attempt is inherent in psychotic
illness and bipolar disorder, close supervision of high-risk
parients shuurd accompany tEmE therapy. Prescriptions for
ABILIFY (aripiprazole) should be written for the smallest

uantity consistent with good patient management to reduce
?lh‘ risk of overdose.

Physicians should determine if a patient is pregnant or
intends to become pregnant while !aking[ ABILIFY. Patients
should be advised not o breast-feed while aking ABILIFY.

Parients should be advised to avoid alcohol while taking
ABILIFY.

Both CYP3A4 and CYP2D6 are responsible for ABILIFY
metabolism. Agents that induce CYP3A4 (eg, carbamazepine)
could cause an increase in ABILIFY clearance and lower blood
levels, Inhibitors of CYP3A4 (eg, ketoconazole) or CYP2D6
fn:g. quinidinc, fluoxerine, or pamxctinc:l can inhibit ABILIFY
elimination and cause increased blood levels.

Commonly observed adverse events reported with ABILIFY in
3-week bipolar mania trials ar a =5% incidence for ABILIFY
and at a rate ar least rwice the rate of placebo include,
mpmiw:iyl akathisia (15% vs 4%), constpaton (13% vs 6%],
and accidental injury (6% vs 3%).

Treatment-cmergent adverse events reported with ABILIFY
in short-term lrir:i ar an incidence 210% and greater than
placebo, respectively, include headache (31% vs 26%),
agitation {25% vs 24%), anxiety (20% vs 17%), insomnia (20%
vs 15%), nausea (16% vs 12%), dyspepsia (15% vs 13%),
somnolence (12% vs 8%), akathisia (12% vs 5%),
lightheadedness (11% vs 8%), vomiting (11% vs 6%), and
constipation (119 vs 7%).

The adverse events reported in a 26-week, double-blind
schizophrenia trial comparing ABILIFY and placebo were
generally consistent witﬁ those reported in the short-term,
laccho-controlled schizophrenia trials, except for a higher
incidence of tremor: 9% tor ABILIFY vs 1% for placebao.

INDICATIONS: ABILIFY is indicated for the treatment of:
Schizophrenia, including maintaining stability in patients
who had been sympromatically stable on other
antipsychotic medications for periods of 3 months or
Ion%f;- and observed for relapse during a period of up o 26

weeks®

Acute manic and mixed episodes associated with Bipolar |
Disarder

Maintaining efficacy in patients with Bipolar | Disorder with a
recent manic or mixed episode who had been stabilized and
then maintained for at least & weeks®

*Physicians who elect to use ABILIFY for extended period
should periadically re-evaluate the long-term us:fuﬁ'u:ss of
the drug for the individual patient.

ABILIFY is taken once daily with or withourt food.
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~ . Alower dosage strength of ABILIFY (aripiprazole),

*, L

a 2 mg tablet, is now available. It allows you to

customize dosing for your patients by helping you cross-taper

or titrate to reach a therapeutic dose.*

The nonrefrigerated Oral Solution (1 mg/mL)
may provide convenience for your patients.

ABILIFY can be taken once daily with
or without food.

(aripiprazole)
Ll Solutiin '
All'to give you more flexible

dosing possibilities.

L
No refrigeration necessary.

*Effective dosage range: 10 to 30 mg/day for schizophrenia patients;
15 or 30 mg/day for Bipolar I Disorder patients.

ABILIFY should be written for the smallest quantity consistent with good
patient management to reduce the risk of overdose.

The safety of doses above 30 mg/day has not been

evaluated in clinical trials.
Please see IMPORTANT SAFETY INFORMATION and M

INDICATIONS, including Bolded WARNING, M}[L[F’Y

on previous page. (aripiprazole)

L, 10, 0%, 30, 30 mig Tahbats

% Bristol-Myers Squibb . ) Otsuka America Pharmaceutical, Inc.
C2006 Msuka America Pharmaceutical, inc., Rockville, MD DE-E0144 April 2006 AC444282/02-06 Printed in USA




AB“.'FY® (aripiprazole) Tablets
AB".'FY® (aripiprazole) Oral Solution

Brief Summary of Prescribing Information. For complete prescribing information please consuit official package circular.

Rx only

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 1o 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. Aithough 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., pneumeonia) in nature. ABILIFY
(aripiprazole) is not approved for the treatment of patients with dementia-related psychosis.

CONTRAINDICATIONS
ABILIFY (aripiprazole) 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 antipsychetic drugs are at an
increased risk of death compared to placebo. ABILIFY is not approved for the treatment of patients with
dementia-related psychosis (see Boxed WARNING).

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, including aripiprazole. Two possible cases of
NMS occurred during aripiprazole treatment in the premarketing worldwide clinical database. Clinical manifesta-
tions 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 failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is important
to exclude cases where the clinical presentation includes both serious medical iliness (e.g., pneumonia,
systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms (EPS). Other
important considerations in the differential diagnosis include central anticholinergic toxicity, heat stroke, drug
fever, and primary central nervous system pathology.

The management of NMS 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. There is
no general agreement about specific pharmacological freatment regimens for uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, 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

A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with
antipsychotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially
elderly women, it is impossible to rely upon prevaience estimates to predict, at the inception of antipsychotic
treatment, which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their
potential to cause tardive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are believed to
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs administered 1o the
patient increase. However, the syndrome can develop, aithough much [ess commonly, after relatively brief treat-
ment periods at low doses.

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may remit,
partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may
suppress (or partially suppress) the signs and symptoms of the syndrome and, thereby, may possibly mask the
underlying process. The effect that symptomatic suppression has upen the long-term course of the syndrome is
unknown.

Given these considerations, ABILIFY should be prescribed in @ manner that is most likely to minimize the
occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who
suffer from a chronic illness that (1) is known to respond to antipsychotic drugs, and (2) for whom aternative,
equally effective, but potentially less harmful treatments are not available or appropriate. In patients who do
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 of tardive dyskinesia appear in a patient on ABILIFY, drug discontinuation should be
considered. However, some patients may require treatment with ABILIFY despite the presence of the syndrome.

Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related Psychosis

In placebo-controlled clinical studies (two flexible-dose and one fixed-dose study) of dementia-related psychosis,
there was an increased incidence of cerebrovascular adverse events (e.g., stroke, transient ischemic attack),
including fatalities, in aripiprazole-treated patients {mean age: 84 years; range: 78-88 years). In the fixed-dose
study, there was a statistically significant dose response refationship for cerebrovascular adverse events in
patients treated with aripiprazole. Aripiprazole is not approved for the treatment of patients with dementia-related
psychosis. (See also Boxed WARNING, WARNINGS: Increased Mortality in Eiderly Patients with Dementia-
Related Psychosis, and PRECAUTIONS: Use in Patients with Concomitant liiness: Safety Experience in Elderly
Patients with Psy A i with Alzheimer’s Disease.}

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 atypica! antipsychotics. There have been few reports of hyperglycemia in
patients treated with ABILIFY. Although fewer patients have been treated with ABILIFY, it is not known if this more
limited experience is the sole reason for the paucity of such reports, Assessment of the relationship between
atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an increased back-
ground risk of diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus
in the general population. Given these confounders, the refationship between atypical antipsychotic use and
hyperglycemia-related adverse events is not completely understood. However, epidemiological studies which did
not include ABILIFY suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in
patients treated with the atypical antipsychotics included in these studies. Because ABILIFY was not marketed at
the time these studies were performed, it is not known if ABILIFY is associated with this increased risk. Precise
risk estimates for hyperglycemia-related adverse events in patients treated with atypical antipsychotics are not
available.

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. Any patient treated with atypical
antipsychotics should be monitored for symptoms of hyperglycemia including polydlpsm polyuria, polyphagla
and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical antip
should undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved when the atypical
antipsychotic was discontinued; however, some patients required continuation of anti-diabetic treatment despite
discontinuation of the suspect drug.

PRECAUTIONS

General

Orthostatic Hypotension

Aripiprazole may be associated with orthostatic hypotension, perhaps due to its o4-adrenergic receptor antagonism.
The incidence of orthostatic hypotension-associated events from five shori-term, placebo-controlled triais in
schizophrenia (n=926) on ABILIFY (aripiprazole) included: orthostatic hypotension (placebo 1%, aripiprazole
1.9%), orthostatic lightheadedness (placebo 1%, aripiprazole 0.9%), and syncope (placebo 1%, aripiprazole
0.6%). The incidence of orthostatic hypotension-associated events from short-term, placebo-controlled trials in
bipolar mania (n=597) on ABILIFY included: orthostatic hypotension (placebo 0%, aripiprazole 0.7%), orthostatic
lightheadedness (placebo 0.5%, aripiprazole 0.5%), and syncope (placebo 0.9%, aripiprazole 0.5%).

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 placebe (in schizophrenia: 14% among aripiprazole-treated patients and 12% among
placebo-treated patients and in bipolar mania: 3% among aripiprazole-treated patients and 2% among placebo-
treated patients).

Aripiprazole 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 anti-
hypertensive medications).

Seizure

Seizures occurred in 0.1% (1/926) of aripiprazole-treated patients with schizophrenia in short-term, placebo-
controlled trials. In short-term, placebo-controlled clinical trials of patients with bipolar mania, 0.3% (2/597) of
aripiprazole-treated patients and 0.2% (1/436) of placebo-treated patients experienced seizures. As with other
antipsychotic drugs, aripiprazole should be used cautiously in patients with a history of seizures or with conditions
that lower the seizure threshold, e.g., Alzheimer’s dementia. Conditions that lower the seizure threshold may be
more prevalent in a population of 65 years or older.

Potential for Cognitive and Motor impairment

In short-term, placebo-controlled trials of schizophrenia, somnolence was reported in 11% of patients on ABILIFY
compared to 8% of patients on placebo; somnolence led to discontinuation in 0.1% (1/926) of patients with
schizoptirenia on ABILIFY in short-term, placebo-controlled trials. In short-term, placebo-controlled trials of
bipolar mania, somnolence was reported in 14% of patients on ABILIFY compared to 7% of patients on placebo,
but did not lead to discontinuation of any patients with bipolar mania. Despite the relatively modest increased
incidence of somnolence compared to placebo, ABILIFY, like other antipsychotics, may have the potential 1o
impair judgment, thinking, or motor skills. Patients should be cautioned about operating hazardous machinery,
including automobiles, until they are reasonably certain that therapy with ABILIFY does not affect them adversely.

Body Temperature Reguiation

Disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents.
Appropriate care is advised when prescribing aripiprazole for patients who will be experiencing conditions which
may contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat,
receiving concomitant medication with anticholinergic activity, or being subject to dehydration.

Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia
is a common cause of morbidity and mortality in elderly patients, in particular those with advanced Alzheimer's
dementia. Aripiprazole and other antipsychotic drugs should be used cautiously in patients at risk for aspiration
pneumonia {see PRECAUTIONS: Use in Patients with Concomitant liness ).

Suicide

The possibility 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 in order to reduce the risk of overdose.

Use in Patients with Concomitant lliness
Clinical experience with ABILIFY in patients with certain concomitant systemic illnesses (see GLINIGAL PHARMA-
COLOGY: Special Populations: Renal impairment and Hepatic impairment in Full Prescribing Information) is limited.

ABILIFY has not been evaluated or used to any appreciable extent in patients with a recent history of myo-
cardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premarketing
clinical studies.

Safety Experience in Elderly Patients with Psy iated witl ’s Disease: In three, 10-week,
placebo-controlled studies of aripiprazole in elderly patients with psychosis associated with Alzheimer’s disease
(n=038; mean age: 82.4 years; range: 56-99 years), the treatment-emergent adverse events that were reported
at an incidence of =3% and aripiprazole incidence at least twice that for placebo were asthenia (placebo 3%,
aripiprazole 8%), somnolence (placebo 3%, aripiprazole 9%), urinary incontinence (placebo 1%, aripiprazole 5%),
excessive salivation {placebo 0%, aripiprazole 4%), and lightheadedness (placebo 1%, aripiprazole 4%).

The safety and efficacy of ABILIFY in the treatment of patients with psychosis associated with dementia have
not been established. If the prescriber elects to treat such patients with ABILIFY, vigilance should be exercised,
particularly for the gence of difficuity ing or excessive somnolence, which could predispose to acci-
dental injury or asplratlon (See also Boxed WARNING and WARNINGS: Increased Mortality in Elderly Patients
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with D ti | and Cerebr far Ad Events, Including Stroke, in Eiderly
Patients with Dementia-| Related Psychosis.)
Information for Patients

Physicians are advised to discuss the following issues with patients for whom they prescribe ABILIFY:

Interference with Cognitive and Motor Performance
Because aripiprazole may have the potential to impair judgment, thinking, or motor skills, patients shouid be
cautioned about operating hazardous machinery, including automobiles, until they are reasonably certain that
aripiprazole 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 with ABILIFY.

Nursing

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

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 ABILIFY.

Heat Exposure and Dehydration
Patients should be advised regarding appropriate care in avoiding overheating and dehydration.

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

Drug-Drug Interactions

Given the primary CNS effects of aripiprazole, caution should be used when ABILIFY is taken in combination with
other centrally acting drugs and alcohol. Due to its cy-adrenergic receptor antagonism, aripiprazole has the
potential to enhance the effect of certain antihypertensive agents.

Potential for Other Drugs to Affect ABILIFY

Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2E1
enzymes. Aripiprazole also does not undergo direct glucuronidation. This suggests that an interaction of
aripiprazole with inhibitors or inducers of these enzymes, or other factors, like smoking, is unfikely.

Both CYP3A4 and CYP2D6 are responsible for aripiprazole metabolism. Agents that induce CYP3A4
(e.g., carbamazepine) could cause an increase in aripiprazole clearance and lower blood levels. Inhibitors
of CYP3A4 (e.g., ketoconazole) or CYP2D6 {e.g., quinidine, fiuoxetine, or paroxetine) can inhibit aripiprazole
elimination and cause increased biood levels.



Ketoconazole: Coadministration of ketoconazole (200 mg/day for 14 days) with a 15-mg single dose of
aripiprazole increased the AUC of aripiprazole and its active metabolite by 63% and 77%, respectively. The effect
of a higher ketoconazole dose (400 mg/day) has not been studied. When concomitant administration of keto-
conazole with aripiprazole occurs, aripiprazole dose should be reduced to one-half of its normal dose. Other
strong Inhibitors of CYP3A4 (itraconazole) would be expected to have similar effects and need similar dose reduc-
tions; weaker inhibitors {erythromycin, grapefruit juice} have not been studied. When the CYP3A4 inhibitor is
withdrawn from the combination therapy, aripiprazole dose should then be increased.

Quinidine: Coadministration of 2 10-mg single dose of aripiprazole with quinidine (166 mg/day for 13 days), a
potent inhibitor of CYP2D8, increased the AUC of aripiprazole by 112% but decreased the AUC of its active
metabolite, dehydro-aripiprazole, by 35%. Aripiprazole dose should be reduced to one-haif of its normal dose
when concomitant administration of quinidine with aripiprazole occurs. Other significant inhibitors of CYP2D6,
such as fiuoxetine or paroxetine, would be expected to have similar effects and, therefore, should be accompanied
by similar dose reductions. When the CYP2D8 inhibitor is withdrawn from the combination therapy, aripiprazole
dose should then be increased.

Carbamazepine: Coadministration of carbamazepine (200 mg BID), a potent CYP3A4 inducer, with aripiprazole
(30 mg QD) resulted in an approximate 70% decrease in Cryax and AUC values of both aripiprazole and its active
metabolite, dehydro-aripiprazole. When carbamazepine is added to aripiprazole therapy, aripiprazole dose should
be doubled. Additional dose increases should be based on clinical evaluation. When carbamazepine is withdrawn
from the combination therapy, aripiprazole dose should then be reduced.

No clinically significant effect of famotidine, valproate, or lithium was seen on the pharmacokinetics of
aripiprazole {see GLINICAL PHARMACOLOGY: Drug-Drug Interactions in Full Prescribing Information).

Potential for ABILIFY (aripiprazole) to Affect Other Drugs
Aripiprazole is unlikely to cause clinically important pharmacokinetic interactions with drugs metabolized by
cytochrome P450 enzymes. In in vivo studies, 10- to 30-mg/day doses of aripiprazole had no significant effect on
metabolism by CYP2D6 (dextromethorphan), CYP2CS (warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4
(dextromethorphan) substrates. Additionaily, aripiprazole and dehydro-aripiprazole did not show potential for
altering CYP1A2-mediated metabolism in vitro (see CLINICAL PHARMACOLOGY: Drug-Drug Interactions in Fult
Prescribing Information).

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

Carcinogenesis, Mutagenesis, impairment of Fertility: (Please see Full Prescribing Information.)

Pregnancy

Pregnancy Category C

In animal studies, aripiprazole demonstrated developmental toxicity, including possible teratogenic effects in rats
and rabbits.

Pregnant rats were treated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the maximum
recommended human dose [MRHD] on a mg/m2 basis) of aripiprazole during the period of organogenesis.
Gestation was slightly prolonged at 30 mg/kg. Treatment caused a slight delay in fetal development, as evi-
denced by decreased fetal weight (30 mg/kg), undescended testes (30 mg/kg), and delayed skeletal ossification
(10 and 30 mg/kg). There were no adverse effects on embryofetal or pup survival. Delivered offspring had
decreased bodyweights (10 and 30 mg/kg), and increased incidences of hepatodiaphragmatic nodules and
diaphragmatic hernia at 30 mg/kg (the other dose groups were not examined for these findings). (A low incidence
of diaphragmatic hernia was also seen in the fetuses exposed to 30 mg/kg.) Postnatally, delayed vaginal opening
was seen at 10 and 30 mg/kg and impaired reproductive performance (decreased fertility rate, corpora lutea,
implants, and live fetuses, and increased post-implantation loss, likely mediated through effects on female
offspring) was seen at 30 mg/kg. Seme maternal toxicity was seen at 30 mg/kg, however, there was no evidence
to suggest that these developmental effects were secondary to maternal toxicity.

Pregnant rabbits were freated with oral doses of 10, 30, and 100 mg/kg/day (2, 3, and 11 times human expostre
at MRHD based on AUC and 6, 19, and 65 times the MRHD based on mg/m?) of aripiprazole during the period of
organogenesis. Decreased maternal food consumption and increased abortions were seen at 100 mg/kg. Treatment
caused increased fetal mortality (100 mg/kg), decreased fetal weight (30 and 100 mg/kg), increased incidence of
skeletal abnormality (fused sternebrae at 30 and 100 mg/kg) and minor skeletal variations (100 mg/kg).

In a study in which rats were treated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the
MRHD on a mg/m? basis) of aripiprazole perinatally and postnatally (from day 17 of gestation through day 21
postpartumy), slight maternal toxicity and slightly prolonged gestation were seen at 30 mg/kg. An increase in still-
births, and decreases in pup weight {persisting into adulthood) and survival, were seen at this dose.

There are no adequate and well-controlled studies in pregnant women. It is not known whether aripiprazole
can cause fetal harm when administered to a pregnant woman or can affect reproductive capacity. Aripiprazole
should be used during pregnancy only if the potential benefit outweighs the potential risk to the fetus.

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

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

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

Geriatric Use

0Of the 7951 patients treated with aripiprazole in premarketing clinical trials, 991 (12%) were =65 years old and
789 (10%) were =75 years old. The majority (88%) of the 991 patients were diagnosed with dementia of the
Alzheimer's type.

Placebo-controfied studies of 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 to 64 years), but there
was no detectabie effect of age in the population pharmacokinetic analysis in schizophrenia patients.

Studies of elderly patients with psychosis associated with Alzheimer’s disease have suggested that there
may be a different tolerability profile in this popufation compared to younger patients with schizophrenia (see
Boxed WARNING; WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis;
Cerebrovascular Adverse Events, Including Stroke, in Eiderly Patients with Dementia-Related Psychosis;
and PRECAUTIONS: Use in Patients with Concomitant liness). The safety and efficacy of ABILIFY in the treatment
of patients with psychosis associated with Alzheimer’s disease has not been established. If the prescriber elects
to treat such patients with ABILIFY, vigilance should be exercised.

ADVERSE REACTIONS

Aripiprazole has been evaluated for safety in 7951 patients who participated in muitiple-dose, premarketing trials
in schizophrenia, bipolar mania, and dementia of the Aizheimer’s type, and who had approximately 5235 patient-
years of exposure. A total of 2280 aripiprazole-treated patients were treated for at least 180 days and 1558
aripiprazole-treated patients had at least 1 year of exposure.

The conditions and duration of treatment with aripiprazole included (in overlapping categories) double-blind,
comparative and noncomparative open-label studies, inpatient and outpatient studies, fixed- and flexible-dose
studies, and short- and longer-term expasure.

Adverse events during exposure were obtained by collecting volunteered adverse events, as well as results of
physical examinations, vital signs, weights, laboratory analyses, and ECG. Adverse experiences were recorded by
clinical investigators using terminology of their own choosing. In the tables and tabulations that follow, modified
COSTART dictionary terminology has been used initially to classify reported adverse events into a smaller number
of standardized event categories, in order to provide a meaningful estimate of the proportion of individuals
experiencing 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 basefine evaluation. There was no
attempt to use investigator causality assessments; i.e., all reported events are included.

The prescriber should be aware that the figures in the tables and tabulations cannot be used to predict the
incidence of side effects in the course of usual medical practice where patient characteristics and other factors
differ from those that prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with
figures obtained from other clinical investigations involving different treatment, uses, and investigators. The cited
figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of
drug and nondrug factors to the adverse event incidence in the population studied.

Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Schizophrenia

The following findings are based on a pool of five placebo-controlled trials (four 4-week and one 6-week) in
which aripiprazole was administered in doses ranging from 2 to 30 ma/day.

Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Overall, there was no difference in the incidence of discontinuation due to adverse events between aripiprazole-
treated (7%) and placebo-treated (9%) patients. The types of adverse events that led to discontinuation were
similar between the aripiprazole- and placebo-treated patients.

Adverse Findings Observed in Short-Term, Placebo-Gontrolled Trials of Patients with Bipolar Mania

The following findings are based on a pool of 3-week, placebo-controlled, bipolar mania trials in which aripiprazole
was administered at doses of 15 or 30 mg/day.

Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Overall, in patients with bipolar mania, there was no difference in the incidence of discontinuation due to adverse
events between aripiprazole-treated (11%) and placebo-treated (9%) patients. The types of adverse events that
led to discontinuation were similar between the aripiprazole and placebo-treated patients.

Events in Short-Term, Piaceho-Controlled Trials of Patients with Bipolar

y Observed Ad:
Mania
Commonly observed adverse events associated with the use of aripiprazole in patients with bipolar mania
(incidence of 5% or greater and aripiprazole incidence at least twice that for placebo) are shown in Tabie 1.
There were no adverse events in the short-term trials of schizophrenia that met these criteria.

Table 1: Commonly Observed Adverse Events in Short-Term,
Placebo-Controiled Trials of Patients with Bipolar Mania

Percentage of Patients Reporting Event

Aripiprazole Placebo

Adverse Event {n=597) {n=436)
Accidental Injury 6 3
Constipation 13 8
Akathisia 15 4

Adverse Events Occurring at an Incidence of 2% or More Among Aripiprazole-Treated Patients and
Greater than Placebo in Short-Term, Placebo-Controlled Trials

Table 2 enumerates the pooled incidence, rounded to the nearest percent, of treatment-emergent adverse events
that occurred during acute therapy (up to 6 weeks in schizophrenia and up to 3 weeks in bipolar mania), inctuding
only those events that occurred in 2% or more of patients treated with aripiprazole (doses =2 mg/day) and for
which the incidence in patients treated with aripiprazole was greater than the incidence in patients treated with
placeba in the combined dataset.

Table 2: Treatment-Emergent Adverse Events in Short-Term, Placebo-Controlled Trials

Percentage of Patients Reporting Event?

Body System Aripiprazole Placebo
Adverse Event (n=1523) (n=849)
Body as a Whole
Headache 31 26
Asthenia 8 7
Accidental Injury 5 4
Peripheral Edema 2 1
Cardiovascular System
Hypertension 2 1
Digestive System
Nausea 16 12
Dyspepsia 15 13
Vomiting 1 8
Constipation 11 7
Musculoskeletal System
Myalgia 4 3
Nervous System
Agitation 25 24
Anxiety 20 17
Insomnia 20 15
Somnoience 12 8
Akathisia 12 5
Lightheadedness 11 8
Extrapyramidal Syndrome 6 4
Tremor 4 3
Increased Salivation 3 1
Respiratory System
Pharyngitis 4 3
Rhinitis 4 3
Coughing 3 2
Special Senses
Blurred Vision 3 1

a Events reported by at least 2% of patients treated with aripiprazole, except the following events, which had
an incidence equal to or less than placebo: abdominal pain, back pain, dental pain, diarrhea, dry mouth,
anorexia, psychosis, hypertonia, upper respiratory tract infection, rash, vaginitis', dysmenorrheaf.

" Percentage based on gender total.

An examination of population subgroups did not reveal any clear evidence of differential adverse event
incidence on the basis of age, gender, or race.

Dose-Related Adverse Events

Schizophrenia

Dose response refationships for the incidence of treatment-emergent adverse events were evaluated from four
trials in patients with schizophrenia comparing various fixed doses (2, 10, 15, 20, and 30 mg/day) of aripiprazole
to placebo. This analysis, stratified by study, indicated that the only adverse event to have a possible dose
response relationship, and then most prominent only with 30 mg, was somnolence (placebo, 7.7%; 15 mg, 8.7%;
20 mg, 7.5%; 30 mg, 15.3%).

Extrapyramidal Symptoms

In the short-term, placebo-controlled trials of schizophrenia, the incidence of reported EPS for aripiprazole-
treated patients was 6% vs. 6% for placebo. In the short-term, placebo-controlled frials in bipoiar mania, the
incidence of reported EPS-related events excluding events related to akathisia for aripiprazole-treated patients
was 17% vs. 12% for placebo. In the short-term, placebo-controlled trials in bipolar mania, the incidence of




akathisia-related events for aripiprazole-treated patients was 15% vs. 4% for placebo. Objectively collected data
from those trials was collected on the Simpson Angus Rating Scale (for EPS), the Barnes Akathisia Scale (for
akathisia) and the Assessments of Involuntary Movement Scales (for dyskinesias). In the schizophrenia trials, the
objectively collected data did not show a difference between aripiprazole and placebo, with the exception of
the Barnes Akathisia Scale (aripiprazole, 0.08; piacebo, -0.05). In the bipolar mania trials, the Simpson Angus
Rating Scale and the Barnes Akathisia Scale showed a significant difference between aripiprazole and placebo
(aripiprazole, 0.61; placebo, 0.03 and aripiprazole, 0.25; piacebo, -0.06). Changes in the Assessments of
Involuntary Movement Scales were similar for the aripiprazole and placebo groups.

Similarly, in a long-term (26-week), placebo-controlled trial of schizophrenia, objectively collected data on
the Simpson Angus Rating Scale (for EPS), the Barnes Akathisia Scale (for akathisia), and the Assessments of
Involuntary Movement Scales (for dyskinesias) did not show a difference between aripiprazole and placebo.

Laboratory Test Abnormalities
A between group comparison for 3- to 6-week, placebo-controlled trials revealed no medically important differ-
ences 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,
hematolagy, 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 weight gain criterion of =7% of body weight [aripiprazole {8%) compared to placebo (3%)]. In 3-week
trials 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%).

Table 3 provides the weight change results from a long-term (26-week), placebo-controlled study of
aripiprazole, both mean change from baseline and proportions of patients meeting a weight gain criterion of =7%
of body weight relative to baseline, categorized by BMI at baseline:

Tabie 3; Weight Change Results Categorized by BMi at Baseline:
Placebo-Gontrolied Study in Schizophrenia, Safety Sample

BMI >27
Placebo  Aripiprazole

BMI <23
Placebo  Aripiprazole

BM| 23-27
Placebo  Aripiprazole

Mean change from

baseline (kg) -0.5 -0.5 -0.6 -1.3 -1.5 -2.1
% with =7%
increase BW 3.7% 6.8% 4.2% 5.1% 4.1% 5.7%

Table 4 provides the weight change results from a long-term (52-week) study of aripiprazole, both mean
change from baseline and proportions of patients meeting a weight gain criterion of =7% of body weight relative
to baseline, categorized by BMI at baseline:

Table 4: Weight Change Results Categorized by BMI at Baseline:
Active-Controlled Study in Schizophrenia, Safety Sample

BMI <23 BM! 23-27 BMI 27
Mean change from baseline {kg) 26 14 -1.2
% with 7% increase BW 30% 19% 8%

ECG Changes

Between group comparisons for a pooled analysis of placebo-controlled frials in patients with schizophrenia or
bipolar mania, revealed no significant differences between aripiprazole and pfacebo in the proportion of patients
experiencing potentially important changes in ECG parameters. Aripiprazole was associated with a median
increase in heart rate of 5 beats per minute compared fo a 1 beat per minute increase among placebo patients.

Additional Findings Observed in Glinical Trials

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

The adverse events reported in a 26-week, double-blind trial comparing ABILIFY (aripiprazole) and placebo in
patients with schizophrenia were generatly consistent with those reported in the short-term, placebo-conirolled
trials, except for a higher incidence of tremor [9% (13/153) for ABILIFY vs. 1% (2/153) for placebo]. In this study,
the majority of the cases of tremor were of mild intensity (9/13 mild and 4/13 moderate), occurred early in therapy
(9/13 <49 days), and were of limited duration (9/13 <10 days). Tremor infrequently led to discontinuation (<1%)
of ABILIFY. In addition, in a long-term (52-week), active-controlled study, the incidence of tremor for ABILIFY was
4% (34/859). A similar adverse event profile was observed in a long-term study in bipolar disorder.

Other Adverse Events Observed During the Premarketing Evaluation of Aripiprazole

Following is a list of modified COSTART terms that reflect treatment-emergent adverse events as defined in the
introduction to the ADVERSE REACTIONS section reported by patients treated with aripiprazole at multiple doses
=2 mg/day during any phase of a trial within the database of 7951 patients. All reported events are included
except those already listed in Table 2, or other parts of the ADVERSE REACTIONS section, those considered in
the WARNINGS or PREGAUTIONS, those event terms which were so general as to be uninformative, events
reported with an incidence of <0.05% and which did not have a substantial probability of being acutely life-
threatening, events that are otherwise common as background events, and events considered unlikely to be
drug related. It is important to emphasize that, although the events reported occurred during treatment with
aripiprazole, they were not necessarify caused by it.

Events are further categorized by body system and fisted in order of decreasing frequency according to the
following definitions: frequent adverse events are those occurring in at least 1/100 patients (only those not
already listed in the tabulated results from placebo-controfled trials appear in this listing); infrequent adverse
events are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000
patients.

Body as a Whole: Frequent — flu syndrome, fever, chest pain, rigidity {including neck and extremity), neck
pain, pelvic pain; /nfrequent — face edema, suicide attempt, malaise, migraine, chills, photosensitivity, tightness
(including abdomen, back, extremity, head, jaw, neck, and tongue), jaw pain, bloating, enlarged abdomen, chest
tightness, throat pain; Rare — moniliasis, head heaviness, throat tightness, Mendelson’s syndrome, heat stroke.

Cardiovascular System: Frequent — tachycardia (including ventricular and supraventricular), hypotension,
bradycardia; infrequent — palpitation, hemorrhage, heart failure, myocardial infarction, cardiac arrest, atrial fibril-
lation, AV block, prolonged QT interval, extrasystoles, myocardial ischemia, deep vein thrombosis, angina pec-
toris, pallor, cardiopulmonary arrest, phlebitis; Rare — bundle branch block, atrial flutter, vasovagal reaction, car-
diomegaly, thrembophlebitis, cardiopulmonary failure.

Digestive System: Frequent — nausea and vomiting; Infrequent — increased appetite, dysphagia, gastro-
enteritis, flatulence, tooth caries, gastritis, gingivitis, gastrointestinal hemorrhage, hemorrhoids, gastro-
esophageal reflux, periodontal abscess, fecal incontinence, rectal hemorrhage, stomatitis, colitis, tongue edema,
cholecystitis, mouth ulcer, oral moniliasis, eructation, feca! impaction, cholelithiasis; Rare — esophagitis,
hematemesis, intestinal obstruction, gum hemarrhage, hepatitis, peptic ulcer, glossitis, melena, duodenal ulcer,
cheilitis, hepatomegaly, pancreatitis.

Endocrine System: Infrequent — hypothyroidism; Aare — goiter, hyperthyroidism.

Hemic/Lymphatic System: Frequent — ecchymosis, anemia; /nfrequent — hypochromic anemia, leukocytosis,
leukopenia (including neutropenia), lymphadenopathy, eosinophilia, macrocytic anemia; Rare — thrombo-
cythemia, thrombocytopenia, petechiae.

Metabolic and Nutritional Disorders: Frequent — weight loss, creatine phosphokinase increased, dehydration;
Infrequent — edema, hyperglycemia, hypercholesteremia, hypokalemia, diabetes mellitus, hypoglycemia, hyper-
lipemia, SGPT increased, thirst, BUN increased, hyponatremia, SGOT increased, creatinine increased, cyanosis,

alkaline phosphatase increased, bilirubinemia, iron deficiency anemia, hyperkalemia, hyperuricemia, obesity;
Rare -~ lactic dehydrogenase increased, hypernatremia, gout, hypoglycemic reaction.

Musculoskeletal System: Frequent —muscle cramp; infrequent — arthralgia, myasthenia, arthrosis, bone pain,
arthritis, muscle weakness, spasm, bursitis, myopathy; Aare — rheumatoid arthritis, rhabdomyolysis, tendonitis,
tenosynovitis.

Nervous System: Frequent — depression, nervousness, schizophrenic reaction, hallucination, hostility, confusion,
paranoid reaction, suicidal thought, abnormal gait, manic reaction, delusions, abnormal dream; /nfrequent —
emotional lability, twitch, cogwheel rigidity, impaired concentration, dystonia, vasodilation, paresthesia,
impotence, extremity tremor, hypesthesia, vertigo, stuper, bradykinesia, apathy, panic attack, decreased libido,
hypersomnia, dyskinesia, manic depressive reaction, ataxia, visual hallucination, cerebrovascular accident,
hypokinesia, depersonalization, impaired memory, delirium, dysarthria, tardive dyskinesia, amnesia, hyperactivity,
increased libido, myoclonus, restless leg, neuropathy, dysphoria, hyperkinesia, cerebral ischemia, increased
reflexes, akinesia, decreased consciousness, hyperesthesia, slowed thinking; Rare — blunted affect, euphoria,
incoordination, oculogyric crisis, obsessive thought, hypotonia, buccoglossal syndrome, decreased reflexes,
derealization, intracranial hemorrhage.

Respiratory System: Frequent — sinusitis, dyspnea, pneumonia, asthma; Infrequent — epistaxis, hiccup,
laryngitis, aspiration pneumonia; Aare — pulmonary edema, increased sputum, pulmonary embolism, hypoxia,
respiratory failure, apnea, dry nasal passages, hemaptysis.

Skin and Appendages: Frequent — skin ulcer, sweating, dry skin; /nfrequent — pruritus, vesiculobullous rash,
acne, eczema, skin discoloration, alopecia, seborrhea, psoriasis; Rare — maculopapular rash, exfoliative derma-
titis, urticaria.

Swecial Senses: Frequent — conjunctivitis; Infrequent — ear pain, dry eye, eye pain, tinnitus, cataract, otitis
media, altered taste, blepharitis, eye hemorrhage, deafness; Rare — diplopia, frequent blinking, ptosis, otitis
externa, amblyopia, photophobia.

Urogenital System: Frequent — urinary incontinence; Infrequent — urinary frequency, leukorrhea, urinary
retention, cystitis, hematuria, dysuria, amenorrhea, vaginal hemorrhage, abnormal ejaculation, kidney failure,
vaginal moniliasis, urinary urgency, gynecomastia, kidney calculus, albuminuria, breast pain, urinary burning;
Rare — nocturia, polyuria, menorrhagia, anorgasmy, glycosuria, cervicitis, uterus hemorrhage, female lactation,
urolithiasis, priapism.

Other Events Observed During the Postmarketing Evaluation of Aripiprazole

Voluntary reports of adverse events in patients taking aripiprazole that have been received since market intro-
duction and not listed above that may have no causal relationship with the drug include rare occurrences of
allergic reaction {e.g., anaphylactic reaction, angioedema, laryngoespasm, pruritis, or urticaria).

DRUG ABUSE AND DEPENDENGE
Controlled Substance
ABILIFY (aripiprazole}) is not a controlled substance.

Abuse and Dependence

Aripiprazole has not been systematically studied in humans for its potential for abuse, tolerance, or physical
dependence. In physical dependence studies in monkeys, withdrawal symptoms were observed upon abrupt
cessation of dosing. While the clinica 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 limited 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 ABILIFY misuse or abuse {€.g., development of tolerance, increases in dose, drug-seeking behavior).

OVERDOSAGE
MedDRA terminology has been used to classify the adverse events.

Human Experience

A total of 76 cases of deliberate or accidental overdosage with aripiprazole have been reported worldwide. These
include overdoses with aripiprazole alone and in combination with other substances. No fatality was reported
from these cases. Of the 44 cases with known outcome, 33 recovered without sequelae and one recovered with
sequelae {mydriasis and feeling abnormal). The largest known acute ingestion with a known outcome involved
1080 mg of aripiprazole (36 times the maximum recommended daily dose) in a patient who fully recovered.
Included in the 76 cases are 10 cases of deliberate or accidental overdosage in children (age 12 and younger)
involving aripiprazole ingestions up 1o 195 mg with no fatalities.

Common adverse events (reported in at least 5% of all overdose cases) reported with aripiprazole overdosage
(alone or in combination with other substances) include vomiting, somnolence, and tremor. Other clinically
important signs and symptoms observed in ene or more patients with aripiprazole overdoses {alone or with other
substances) inciude acidosis, aggression, aspartate aminotransferase increased, atrial fibrillation, bradycardia,
coma, confusional state, convulsion, blood creatine phosphokinase increased, depressed level of consciousness,
hypertension, hypokalemia, hypotension, lethargy, loss of consciousness, QRS complex prolonged, QT prolonged,
pneumonia aspiration, respiratory arrest, status epilepticus, and tachycardia.

Management of Overdosage

No specific information is available on the treatment of overdose with aripiprazole. An electrocardiogram should
be obtained in case of overdosage and, if QTc interval proiongation is present, cardiac monitoring should be insti-
tuted. 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 until 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 Cpax 0f aripiprazole by 50%.

Hemodialysis: Although there is no information on the effect of hemodialysis 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

Oral Solution 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

U.S. Patent No. 5,006,528

%Z% Bristol-Myers Squibb Company
Princeton, N] 08543 U.S.A.

@ Otsuka America Pharmaceutical, inc.
Rockville, MD 20850 U.S.A.

D6-BO001A-12-05
119170744 1132/12-05
©2005 Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan
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PSYCHIATRY

BOARD REVIEW SERIES

THE KAUFMAN COURSES

SPONSORED BY MONTEFIORE MEDICAL CENTER

CREDIT DESIGNATED BY ALBERT EINSTEIN COLLEGE OF MEDICINE

Accreditation Statement: Albert Einstein College of Medicine is accredited by the
Accreditation Council for Continuing Medical Education (ACCME) to provide continuing medical education for physicians.

THE RECERT COURSE
Dan Smuckler, MD, Andrea J. Weiss, MD and David Myland Kaufman, MD

This intensive two-day course designed for psychiatrists will review the psychiatric informa-
tion likely to appear on the recertification examination. It will cover current evidence-based
treatments for psychiatric disorders, emphasizing clinical matters and advances in diagnosis
and treatment. Presentation of the material will be in a mixed format, with both lecture and
question and answer

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 14.5 AMA PRA Category 1 Credit(s)™. Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

NEW YORK

The Graduate Center, Main Level

City University of New York (CUNY)

365 Fifth Avenue (Between 34th and 35th Streets),
New York, NY 10016

Friday, June 16 to Saturday, June 17, 2006

8:15 AM - 5:15 PM

CLINICAL NEUROLOGY FOR PSYCHIATRISTS
David Myland Kaufman, MD

This intensive three-day weekend course, offered for the 34th year, is designed for psychiatrists
in practice and in residency as an update or board preparation. Focusing on essential topics,
the course will use lectures, extensive syllabus, and the new edition of Clinical Neurology for
Psychiatrists, David M. Kaufman (5th edition, W.B. Saunders).

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 25 AMA PRA Category 1 Credit(s)™. Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
Friday, September 8 to Sunday, September 10, 2006
7:45 AM - 5:00 PM

NEW YORK

The Graduate Center, Concourse Level

City University of New York (CUNY)

Friday, October 6 to Sunday, October 8, 2006
8:15 AM - 5:15 PM

PSYCHIATRY FOR PSYCHIATRISTS
Andrea ). Weiss, MD and David Myland Kaufman, MD

This two-day course will be a pre-test that will complement standard psychiatry review cours-
es and complete the review in Clinical Neurology for Psychiatrists. In this course, an expert
group of faculty who are experienced and well-informed about modern psychiatry and test-
taking strategies will present essential information through a series of test-type questions and
subsequent discussions directly with the audience.

AMA Statement: Albert Einstein College of Medicine designates this educational activity for a
maximum of 14 AMA PRA Category 1 Credit(s)™. Physicians should only claim credit com-
mensurate with the extent of their participation in the activity.

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

5400 West Century Boulevard, Los Angeles, CA 90045
Monday, September 11 to Tuesday, September 12, 2006
7:45 AM - 5:00 PM

NEW YORK

The Graduate Center, Concourse Level

City University of New York (CUNY)

Monday, October 9 to Tuesday, October 10, 2006
8:15 AM - 5:15 PM

[Zo1: Qi (oA [NILo]: 1 1N a[e] Nl ° Web site Course Information or To Register: www.cnfp.org
* Write: CCME, 3301 Bainbridge Avenue, Bronx, NY 10467

¢ E-mail: cme@montefiore.org
e Call: 718-920-6674 e Fax: 718-798-2336

FAST TRACK REGISTRATION FORM... OR YOU CAN REGISTER ON-LINE AT www.cnfp.org

| Will Attend/Check One:

Make checks payable to Montefiore Medical Center or charge my

1 1
1 1
i Los Angeles New York City visa (] Mc [ AMEx[] i
i Clinical Neurology [J Sept. 8-10 [J Oct. 6-8 for i
! Psychiatrists (Fri-Sun) (Fri-Sun) | | | | | | | | | | | | | | | | | ]
I Psychiatry: Pre-Test [ Sept. 11-12 [J Oct. 9-10 |
! (Mon-Tues) (Mon-Tues) Expr !
i Recert Course (New York only)  Not Available L] June 16-17 Signature i
| (Fri-Sat) i
| Check One: N Degree |
! Practicing Physicians  Residents & Fellows Address !
E Clinical Neurology (COUI’SE) D $975.00 D $850.00 ‘twe cannot mail the textbook to P.0. Boxes E
! Psychiatry: Pre-Test (Course) []  $600.00 (]  $500.00 City State Zip !
! Both courses ] $1,300.00 1 $1,100.00 Office Phone ( ) i
I Text book only (1 $95.00 (] $95.00 |
| Recert Course [] $495.00 Affiliation i

Cancellation Policy: On written request, the registration fee is refundable, less $90 administration fee, until three weeks prior to each course. No refunds will be made thereafter.
For More Course Information, Please Visit Our Web Site: www.cnfp.org

A35



You Treat Depression...
Prescribe ANIM/-3

(DHA, EPA, Folic Acid, Bs, B12, Ry Only)

| For Related Deficiencies

“There is good evidence that psychiatric illness is
associated with depletion of [Omega-3] and, crucially,

that supplementation can result in clinical amelioration.”
Hallahan, B., & Garland, M.R. British J Psych 2005;186:275-277.

DHA Intake Predicts
Prevalence of Depression

Episodes 6 @ New Zealand

of major
depression 5 °

per 100 Germany @ France
persons/yr 4

@ Canada

Depleted Levels:

Omega-3 B-Vitamins
o [ )
United ~ Puerto
States Rico @ Korca

Arthritis
Cardiovascular

Diabetes

Depression

Pregnancy
Alcohol Consumption

@ Taiwan
Japan

40 60 80 100 120 140 160
DHA Intake (Ibs of fish/person/yr)
Adapted from Hibbeln, J.R. Lancet 1998;351:1213.

“..reduced membrane DHA emerged as a significant predictor of depression..”
Edwards, R., et al. J Affect Disord 1998;48:149-155.

Postpartum-"...lower DHA content in mothers’ milk...[was] associated with higher
rates of postpartum depression.”
Hibbeln, J.R. J Affect Disord 2002;69:15-29.

“Trials have shown that folate supplementation hastens recovery from
depressive episodes and enhances the effect of antidepressants.”
Morris, M.S., et al. Psychother and Psychosom 2003;72(2):80-7.

For Samples Call:

1-800-485-9828

FDA “Qualified Health Claims” Omega-3 Fatty Acids & Coronary Heart Disease. Consumption of omega-3 fatty acids may reduce the risk of
coronary heart disease. FDA evaluated the data and determined that, although there is scientific evidence supporting the claim, the evidence
is not conclusive. Docket No. 91N-0103.

FDA “Qualified Health Claims” B Vitamins & Vascular Disease. As part of a well-balanced diet that is low in saturated fat and cholesterol, Folic Acid, Vitamin Bs
and Vitamin B12 may reduce the risk of vascular disease. FDA evaluated the above claim and found that, while it is known that diets low in saturated fat and

cholesterol reduce the risk of heart disease and other vascular diseases, the evidence in support of the above claim is inconclusive. Docket No. 99P-3029. PHM 06125 ADV



Animi-3°
Each Capsule contains:
Folic Acid 1 mg
Vitamin Bg 12.5 mg
Vitamin B2 500 meg
Omega-3 Acids 500 mg
-Docosahexaenoic Acid (DHA) 350 mg
-Eicosapentaenoic Acid (EPA) 35mg
Patent Pending
Rx Only
Description

Animi-3* Capsules are intended for oral administration.

Each Capsule Contains: 1 mg Folic Acid USP, 12.5 mg Vitamin B (Pyridoxine Hydrochloride, USP), 500
meg Vitamin By (Cyanocobalamin, USP) and Pharmaceutical Grade Omega-3 Fish Oil providing 500 mg
Omega-3 Acids; including 350 mg Docosahexaenoic Acid (DHA) and 35 mg Eicosapentaenoic Acid (EPA).
Also Contains: Yellow Beeswax NF, Sunflower Oil FCC, Bleached Lecithin NF, Ascorbic Acid USP, Mixed
Tocopherols NF, Ascorbyl Palmitate NF and a soft shell capsule (which contains; Gelatin USP, Glycerin NF,
Titanium Dioxide USP, FD&C Red 40 and USP Purified Water).

Indication

Animi-3* Capsules are indicated for improving nutritional status before, during and after pregnancy and in
conditions requiring Essential Fatty Acid, Vitamin Bj2, B and Folic Acid supplementation.
Contraindications

This product is contraindicated in patients with a known hypersensitivity to any of the ingredients.
Precautions

Folic Acid in doses above 0.1 mg daily may obscure pernicious anemia in that hematological remission can
occur while neurological manifestations remain progressive.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Adverse Reactions

Allergic sensitization has been reported following oral, enteral and parenteral administration of folic acid.
Dosage and Administration

Adults — One capsule daily or one capsule twice daily, or as directed by a physician.

How Supplied

Animi-3* supplied as red opaque oblong Capsules. Each Capsule is imprinted with “PBM 540" in black
opacode.

Animi-3* Capsules are available in bottles of 60 capsules (NDC 66213-540-60).

Keep out of reach of children.

Dispense in a well-closed, tight light-resistant container as defined in the USP using a child-resistant
closure.

Storage Conditions: Store at 20-25°C (68-77°F). See USP Controlled Room Temperature. Protect from

light and moisture.
b
I I-;u;ll

Pharmaceuticals

PBM Pharmaceuticals, Inc.
Gordonsville, VA 22942

Rev. 0705 .
© 2004 PBM Pharmaceuticals

All Rights Reserved. 800-485-9828

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

@ Senior faculty include former board examiners
¢ Weekend 4 to 11 weeks before your oral boards

July 22-24 — Chicago
Nov-Dec 2006 — TBA
# In board exam city just before your oral boards
Sept 5-7, 2006 — Pittsburgh
Jan 16-18, 2007 — San Diego

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

www.psychtutor.net/m66a  800-285-3283

When you positively must pass

A38

Institute on
Psychiatric
Services

Start Spreading The News...
October 5-8, 2006 New York, NY
TRAUMA AND VIOLENCE IN

OUR COMMUNITIES

] L ;

Save the date now to attend the American
Psychiatric Association’s 58" Institute on
Psychiatric Services, APA’s leading educational

conference on clinical issues and community
mental health to meet the service needs of
people with severe mental illness.

This four-day event will feature more than 100 exhibits that
complement the educational program, popular networking
events, and over 200 expertly-led educational sessions on
topics including:

Violence, Trauma, and Victimization; Social and Community
Psychiatry; Psychopharmacology; Resident and Medical
Student Concerns; Substance Abuse; Child and Adolescent
Issues; AIDS and HIV Related Disorders; Cross-Cultural and
Minority Issues; Psychiatric Administration and Services;
Treatment Techniques and Outcome Studies; Cognitive
Disorders; Health Service Research Mood Disorders; Schizo-
phrenia and Other Psychotic Disorders; and much more.........

9
£

Who Should Attend?

All APA Members

Psychiatrists and mental health professionals in
community practice or the public sector including state and
Vieterans Affairs hospitals, community clinics, and jails and
prisons

Psychiatric Administrators

Mental health professionals interested in social issues that
have an impact on patients and thei families

Minority psychiatrists and International Medical Graduates
Psychiatric Residents (only $60 for advance registration)
Nonmember Residents and Advocacy Group Members
(only $85 for advance registration)

Medical Students (free registration); and

Consumers interested in recovery issues

Why Should You Attend?

Earn up to 40 hours of category 1 CME credit

Receive a 40% discount on APA member regisiration fees
Network with colleagues at receptions and other events

Industry-supported lunch and dinner symposia

Valuable exhibit hall prizes drawn each day
Visit New York City's fabulous restaurants, theaters, museums, and shopping!

How Will You Benefit?

Learn about the latest updates and acquire new skills in clinical psychiatry, that can be
utilized to improve patient care;

Acquire a deeper understanding of how the current health care system affects patient
care;

Demonsirate and apply new skills useful in clinical and public psychiatry settings;
Recognize and improve mental health disparities in the community;

Understand all aspects of recovery and how this affects families and the community; and
Learn to diagnose and treat victims of trauma and violence in the community.

The Preliminary Program, which includes registration, housing, and travel information will be
available in May at www.psych.orq/20061PS or call 1-888-35-PSYCH and request a copy.

Online registration will begin on June 1.
For more information, please contact:

American Psychiatric Association
1000 Wilson Bivd., Suite 1825 + Arington, VA 22209-3901
Phone: 1-888- 35-PSYCH or (703) 907-7300 « Fax: (703) 907-1090
E-mail: apa@psych.org + Web: www.psych.org/20061PS



In patients with schizophrenia who have been discharged. .. -

are not fully compliant with
their antipsychotic medication
within 1 year'

Up to

are not fully compliant with
their antipsychotic medication
within 7-10 days®

When you recognize these patients...




Consider

RISPERDAL

The only long-acting

RISPERDAL CC the treatment of schizophrenia.

Increased Mortality in Elderly Patients with Deme ated Psychosis

Elderly patients with dementia-refated psychosis treated with minai antlps¥chnt¥c 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. RISPERDAL® CONSTA® (risperidone) is not approved for the treatment of patients with
Dementia-Related Psychosis.

Commonly observed events: Treatment-emergent ativerse events wilh an incidence of 5% or greater in at least ona of the RISPERDAL CONSTA groups (25 myg or 50 myg) and a least

bwice thiat of placebo wene somnolence, akathesia, parkinsonism, dyspepsia, cansfipation, dry mouth. fatigue, and weight increase.

Hyperglycemia and diabetes: Hypernlycemia, in some cases exireme and associated with ketoacidosis, hyperosmolar coma or death, has been reporfed in patients treated with atyprcal
antipsychotics (APS). including RISPERDAL CONSTA. Patients starting treatment with APS who have or are at risk for diabetes should undermo fasting blood glucose testing at the beginning of
and during treatment. Patients wha develop symplams of hyperglycemia shoukd also urderg Rasting biood glucosa testing.

Tardive dyskinesia (TD): As with all anfipsychotic medications, prescribing should be consistent with the need bo minimize the risk of TD: i its Signs and symptoms appear

af RESPERDAL CONSTA should be considered, In the integrated database of mulliple-dose studies, the incidence of TD was 0,6% (31499 patients). - k.
Neuroleptic malignant syndrome (NMS): NMS has been reported rarely with this class of medicafions, including RISPERDAL CONSTA, and appropriate shouid be
Cerebrovascular adverse events (CAES): CAEs, moluding fatalities, have been reportad in elderty pafients with dementia-related psychosss taking oral ] trials. The:
incidence of CAES with oral risperidons was sgnificantly higher than with placebo. RISPERDAL CONSTA & not approved for treafing these patients. i

References: 1, Wexden P, Zygrmunt A The rad back: working with B severely mentally il Medication noncompliance in schizophvenia: part 1. Assessment. ) Pract Pechiatry Befiae Bt 10973 106110
2 Lam YWF, Vesfian [, Ereshatshy L ot & infra-individual variability in plasma concentralions 25 an indicator of adherancs in schisophrenia. Posier presentzd ab 42nd Anni Dnug Evalumtion
Unit (NCOEL) Meeting: Juma 10-13, 2002; Boca Raton, Ra ;

Please see brief summary of full Prescribing Information, including Boxed Waming, on adjacent page.
Visit our Web site at risperdalconsta.com
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CONSTA

atypical antipsychotic

Provides 2 weeks of
continuous coverage

B While not guaranteeing compliance,
RISPERDAL CONSTA enables you to
recognize and intervene when a

patient misses a dose

The only
long-acting
atypical

antipsychotic




RisperdalCONSTA
HSpeHdone Long-Acting Injection

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

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-refated psychosis treated with atypical antipsychotle drugs ars at
an increased risk of death compared to placebo. Analyses of sgventsen placabo contralled trials
(modal duration of 18 weeks) in these patients revealed a risk of death in the drug-treated
patients of betwean 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 vias about 4.5%,
compared 1o a rate of about 2.6% in the placebo group. Although the causes of death were
varied, most of the deaths appeared to be eitner cardiovascular (e.q., heart failura, sudden death)
orinfectious (2., pneumonia) in nature. RISPERDAL® CONSTA® (nspendone) is not approved for
the trealment of patients with Dementia-Related Psychosis.

of risperidone and 9 oceur in patients with severe rena impairment. Palignts
with renzl or hepatic impairment should be carefull fitrated on oral RISPERDAL® before treatment with
RISPERCAL® CONSTA® is rifiated (see DOSAGE AND ADMINISTRATION in full PI). Drug interactions: The
interactions of RISPERDAL® CONSYA® and other drugs havs not been systematically evaluated. Given the
primary CN3 effacis of rispsridone, caution should be used when RISPERDAL® CONSTA® ig administered in
compination with cther centrally-acring drugs or alcohol. Because of its potential for inducing hypotersion,
RISPERDAL® CONSTA® may enhznce the kypotensive effects of other therapeutic agents with this ootentiel.
RISPERDAL® CONSTA? may antagonize the effects of levodape and dopamine agonists. Amtriptyling did not
affect the pharmacokinetics of reperidone or the active moisty. Cimatidine &rd raaitding increassd the
binavailability o risosridon by B4% and 26%, respectively. However, cimetidine did not affect the AUG of tre
active moiety, whereas rantding inceased the AUC of the actve moisty by 20%. Chronic administration of
clozapire with risperidone mey decrease the claarance of risperidone. Carbamazepine and Other Enzyme
Ingiuicers: |1 a deug Interaction study in schizophrenic patients, 11 subjects recevad oral risperidone titralec to
6 mgycay for 5 weeks, followed by concurrem adminisiration of carbamezepine for an edditional 3 weeks. During
co-adririsration, the plasma of i and its pr Y active metahclite,
9-hydroxyrisperidane, were decreased by about 50%. P asma concan' rat\ons of carbamazepine did not appear to
be affected. Co-acministration of other known enzyme inducers (8.5 phenyioin, rifampi, and phencherbital) wih
nspa idone may cause similar decreases in the sombined plasma cencentratiors of risperidore and

INDICATIONS AND USAGE: RISPERDAL® GONSTA® (risperiicre) is incicated for the treaiment of
schizophrenia,
CONTRAINDICATIONS: RISPERDAL® CONSTA® {risperidone) is contraindicated in patients with a kncvn
hypersens tivity to the product or any of fts companents,
WARNINGS: Increased Mortalily in Elderly Patients with Dementia-Related Psychosis: Elderly
palients with dementia-relaled psychosis treated with atypical antipsychotic drugs are at an
Ingreased risk of death compared to placebo. RISPERDAL® CONSTA® {risperidona) is not approved
for the reatment of dementia-related psychosis (see Boxed Warning). Neuroleptic Malignant
Syndrome (NMS): A potentially fata! symptom comalex sometimes reer-ed fo as Nevrolsptic Malignant
Syndrome (NM3) has been repor-ed in association with antipsychotic drugs. If a patient requires
antipsyehctic drug treaiment after recovery from NMS, the potential reintroduction of drug therapy should be
caretly corsiderec. The patient should be carefully moniored, since recurrerces of NMS have been
reported. Tardive Dyskinesia; A syndrome of potentially irreversile, irvoluntary, dyskinstic movements
may develop in patients -reated with antpsychaic drugs. If s gns and symptoms of tardiva dyskinesia appear
in & patient treated witth RISPERDAL® GONSTA®, cruy discontinuation should be consicersd. However,
some patients may require treatment with RISPERDAL® CONSTA® despite the presence f the syndrome.
Cerebrovascular Adverse Events, Including Stroks, in Elderly Patients with Dementia-Related
Psychesis; Cerzorovascular adverse svans (e.g., stroke, transiert Ischemic atiack), including fatalities,
were reported in patients (mean age 85 years; range 73-97) r lrials of oral risperidona n eldery patients
with dementia-related psychasis. In placebo-controlled trials, there wass a signiicaly Fighet incidence cf
corebrovascular advarse events in patien's Teared with oral risperidone compared to patients treated with
placebo. RISPERDAL® CONSTA® is no: approved for tha irea:ment of panems with dzmentia-related
psychcs<s (See a\so Boxed WARNING, WARNINGS: increased Mortality in Elderly Patients with
d Psychosis.) Hy ia and Digbetes Mellitus: Hyperglycemia, in some cases
extreme and associaled with keloacdosis or hyperosmelar coma or death, has been reported in patients
treated with atyoical antipsychetics including RISPERDAL®. Patients with af estabishad diagnosis cf
diabetes meltus who ate started on atypical antipsychotics should be monitored regularty for worsering cf
glucese conirol. Patients with fisk faciors for disbates mellus wha are starting treztment wih atypical
antipsychotics should undergo fasting blood glucose testing at the beginng of treatment arc Jeriodically
during treatment,
PRECAUTIONS: General: Orthostatic Hypotension: RISPERDAL® CONSTA® {risperidone) may induca
orthostatic hypotension associatzd with dizziness, tachycardia, and in scme patients, syncope, 0-obably
reflecting ts alpha-adrenergic antagonistic properties, Syncops was rsportad in 0.8% (1211468 pafients) of
patients treated with RISPERDAL® CONSTA® in multiple-dose sludies. Pacients should be instructed in
nonpharmacalogic interventions that hekp o reduce the occurrer ce of orthostatic hypotension (e.¢., sitting 01
the edge of the bed for several mnutes before attempting 1o stand in the mem'ng and slowly sing from a
seatad posttion). RISPERDAL® CONSTA® should be used wih paricular caution Tn (1) patients with known
cardiovescular dissase (history of myocard al infa-ction or schemia, neart faiture, or condution

idone, which could lead to decreased efficacy of rispe-idone reatment. At the intiation of tharapy

Wi carbamazepme or ather known kepatic enzyme inducers, padents should ke clossly menitored during the first
4-8 wasks, sioe the dose of RISPERDAL® CONSTA® may need to be adjusted. A dose increase, or addifional oral
R\SPERDAL? tay need to be corsidered. On discertinuat or of caroamazepine or cthe” hepatc enzyme
inducers, the dosage of RISPERJAL® CONSTA® should be re-evaluated and, if necessary, decreaszd. Fatients
may o8 placed an a lower dose of RISPERDAL® CONSTA® between 2 io 4 weeks balore the planred
discontinuation of carbamazeping therapy fo adjust lcr the exoected increase in plasma conosntrations of
risperidone olus 9-hydroxyrisperidane. For patients treated with he lowest availaole dose (25 mg) of RISPERDAL®
CONSTA? it is recommendad to continue treatmert with the 25-mg dose nless clrical judgment necessitates
interruption of treatment with RISPERDAL® CONSTA®, Fluoxetine and Paroxetine: Fluoxatine (20 mg QD) and
pamxenne {20 my QC), which hibi:z CYP 2D6, hava been shown to increase the plasma conoentration of
risps-idone 2.5-2.8 fold and 3-9 fold respectively. Fluoxetine did not a'fect tne plasma concentration of
§-hydroxy isperidone. Paroxetine lowered the concentration of 3-hvdroxyrisperidone by about 10%. When eitne”
s initiated cr discontinued, the physv'\an should re-svaluate the dosage of
irfliaon of fluoxstine or paroweting is considered, patents may be placed on a

fower dose of RISPERDALS CONSTA? bitwaen 2 o 4 weks before the olarried sian of fuokete or paroxefine
therapy to adjust far the expected increase in plasma soncentrations of rispericiona. For petients treated with the
lowest avallable dose (25 mg), it is recommenced lo continue “reatment with the 25-mg dose unless cilnical
judgment necessitetes interruptan of treatment with RISPERDAL® CONSTA®. The effects cf discontinuatcr of
concomitani fluoxeing or parcxetine iherapy on the pharmacokinetics of rsperidone and 9

breast-feed during treatment with RISPERDAL® CONSTA® and for at least 12 weeks after the last irjection.
Pediatric Use: RISPERDAL® CONSTA® has not beer studied In children yeunger than 18 years cld. Geriatric
Use: In an open-label study, 57 clinically stable, eiderly patierts (265 years old) with schizephirenia or
schizoaffective disorder raceived AISPERDAL® CONSTA® every 2 weeks for uo 1o 12 months. In generel, no
diffarences ir the tolerabiry of RISPERDAL® COMSTA® were observed betwesn otherwise heatthy elderly and
noneldely patients. Therefore, dosing recommencations 3+ otherise healhy elderly patiens are the same as for
nonekdarly patients. Because  derly pafients exhibit a greater (endsncy to orthosialic hypoension than nonelderly
patients, ekderly patients shou ¢ be instructad in 2rventions that hei 1o reduce th

of orthostalic hypotension {2.g., siting 07 the edge of tie bed for several minuzes before attenpting to siard in the
morning a1d sloaly rising from a seatzd position). I addifion, manitoring o orthostatic vital signs should be
considerec in eldarly patients for whorr orthostalic Fypatension is of concerr isee PREGAUTIONS, DOSAGE AND
ADMINSTRATION and CLINICAL PHARMACOLOGY in full PY}, Concomitani use with Furosemide in Elderly
Patients with Dementia-Related Psychosis: In placebo-cortrelied trials In siderly patients with dementia-related
psychasis, a higher incidence of mortality was obsavec I pafients reatec with furosemide plus oral risperidone
when compared to patients treated with oral rigperidone aloa2 or with cral placebo plus furosemide. No
pathological mechanism has bes identified to explain this finding, and no consistent pattern for cause of death
was observed. A1 increase of monality in elderly oatients with dementia-related psychosis was seen wih the use
of oral risperidone regardless of concomitant uss with furosemide. RISPERDAL® CONSTA® is not approved for the
Ireatment of patients with dementia-related psychasis. (See Boxed WARNING, WARNINGS: Increased Montality
in Elderly Patients with Dementia-Reated Psychosis.)

ADVERSE REACTIONS: Associated with Discontinuation of Treatment: In the 12-week, placebo-contralied
trial, the incidence ol schizsph'enio patients wro d scontinued freatment due to an adverse event was lower with
RISPERDAL® CONSTA® 11%: 22:202 patients: then with placebo {13%; 13/98 patients). Incidence in Controlled
Trilas: Commonly Observed Adverse Events in Confrolied Clinical Trials: Spontaneously repcrtec, treatment-
emergent adverss events with an incidece cf 5% or graater in at least one of the RISPERDAL® GONSTA® groups
{26 mg or 50 mg} and af least twice that of plecebo were: somnolencs, akathisie, paikinsonism, dyspepsia,
consnpanon dy mouth, fatigus, weight increase. Dose Dependency of Adverse Events: Extrapyramidal
Symptoms: The overall ncidence of EPSelated adverse evers (akathisia, dyslonla parkinsanism, and tremor)
in palients treated with 25 mg RISPERDAL® CONSTA® was cumparable to that of patisnts reated with placebo;
the incidence o° EPS-related adverse events was higher in patiente eated with 50 mg RISPERDAL® CONSTA®,
Vital Sign Changes: RISPERDAL® is associaled with orthostatic hypotansion and tachycerdia (see
PRECAUTIONS). In the placebo-certrclied rial, orthostatiz hypotension was observed in 2% of paiients “reated
with 25 mg or 50 mg RISPERDAL® CONSTAS {see PRECAUTIONS), Weight Changes: In the 12-week, placebo-
conirolled trial, &% of patients freated with RISPERDAL® CONSTA®, compared with 6% of patients treated with
placeo, exosrienced a weight gain of >7% of bady weight af endpoirt. Laboratory Changes: Tha percentage of
patients freated with RISPERDAL® CONSTA® who experenced poientially important changes in rouring serum
chemistry, hematology, or urinalysis parameters was similar to of :ess taan that of placebo patierts. Additionaly, no

have not been t1d ed. LIthlum: Repeated oral doses of risperidana (3 mg BID) did not affact the exposure (AUC)
of peak plasma concentrations {C,y,) of fithium {n=13). Valproate: Repeatzd oral doses of risperidone (4 mg
QD) did ot affect the pre-dase or average plasma consentrations and exposura (AUC) of valproate (100 mg/day
in thee divided doses) compared B placebo (n=21). However, there was a 20% increase iri valproate peak olasma
concentration (G, after corcomitant administration of risperidone. Digoxin: RISPERDAL® {0.25 mg EID) did not
show a cinically relevant effec: 01 the pharmacokinetics of dgoxin, Drugs that tnhibit CYP 208 and Other CYP
Isozymes: Risperidcne is metabol.zed to 8-hydroxyrisperidone by GYP 2D6, an enzyme thatis palymorphic in the
populatior anc that can be inhibited by a variety of psychotropic and ofker drags {see CLINICAL
PHARMACOLOGY in full PI1. Drug irferections tha: reduce “he mtabolism of risper dore tc 9-hydroxyrisperidone
would increass the plasma concentations of risperidane and lower the concentrations of 8-ycroxyrisperidone.
Analysis of clinical stucies irvolving & madest number of poor metabolizers (n=70 patients) does no: s.ggest fhat
2001 a1d extensiva metabelizars have cifferent rates of adverss effects. No carparison of effectiveness in the two
Jroups has been made. fn vitro studies showed that drugs metabolized by other CYP isozymes, including 1A1,
142, 268, 2C19, and 344, are o1ly weak inhibiicrs of -isperidone metabclism. There ware ro significant
risraclions hetween risperidone and eryth-omycin (sse CLINICAL PHARMACOLOGY in full PI). Drugs
Metatolized by CYP 2D6: i vitic studies Idicate thai risperidone is a refatively weak inhibitor cf CYP 206
Theretors, RISPERDAL® CONSTA? is not expected to substantially inhibit the clearance of drugs that are
metaboiized by this enzymalic patway. In drug interaction studies, oral r\spsndone did not sw;nmcmﬂ/ affect lhe
pharmecakinatics of donepezil and which are by CYP 206.

aonormalities), cerabrovascular disease, and conditions which would predispose patients to hyp

4., cehydration ard hypovolemia, and {2) in the elderty end patiznis with renal or hapatic impaiman:.
Maniiorirg of orthostatic vital signs should be considersd in all such patiants, and a dose reduction should be
considerad if hypetension oceurs. Glinicaily significant hypotension has besn abserved vith concomitant us2
of oral RISPERDAL® and antiypertensive madication. Seizures: During premarkering testing, seizures
occurred in 0.3% (51499 patients) of patients treated with RISPERDAL® CONSTA®. Thersfore,
RISPERDAL® CONSTA® should be used cautiously in palienis with a his‘ory of seizurzs. Dysphagia:
Esophageal dysmotility and aspiration have been assqciated with antipsychotic d-ug use. Aspiration
preumenia is @ common catse of morbdity and mortality in patients with advanced Alzheimer's dementia.
FISPERDAL® CONSTA® and other arfipsycholic drugs should be used cautiously ir oatients at risk for
aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementiz-Related Psychosis.) 0s|endyslrophy and Tumors In Animals: RISPERDAL® OONSTA®
produced osfecdystraphy in male arc ferale rals in & 1-year foxicity study and a 2-year carcincgenicity study
at a dosa of 40 mykg administared IM 2very 2 weeks, RISPERDAL® GONSTA® produced renal tub.lar
tumors {adenoma, adenocarcinoma) and adrenomedullary pheachromocyiomas in mae rats in the 2-year
carcinogenicity siudy at 40 mg/kg edmiristered M every 2 weeks. In addition, FISPERDAL® CONSTA®
produced an inc-ease 1 a marker of oellfar prolferation in rana fissue in meles in the 1-year texicity study
and in renal tumor-bearing males in the 2-year carcinogenicity study at 40 mg/kg administered IM svery 2
weeks. Neither the renal or adrenal fumars, nor osteodystrophy, were seen In siudies of orally
administered risperidone. Os'eocystrophy was not obsarvd in dogs al doses up to 14 fimes (basec on
AUC) the IM MRHD ir a 1 yeartexlcﬂy study. The renal tubular and advenomeduﬂary tu'nors in male rats
and ofher tumer findinga are described in more detail under PRECAUTIONS, Carcl

of Fertility: - Oral: Carcrogerichy studies were ccnducted i Swiss
akino mice and Wistar rats. qlsperdore was administered in the diel at doses cf 0.83, 2.5, and 10 mgkg for 18
months to mice and for 25 months to rats. These doses are equivalent to 2.4, 8.4, and 37.5 times the oral
maimum recommended human desa (MRHD) (*6 mg/day} on a my'kg basis, or 0.2, 0.75, and 3 fimes the oral
MRHD (mce) or 0.4, 1.5, ard 5 times the oral MRHD (rais) on a mgim? basls. & maxmurr iclerated dcse was nct
achieved in male mice. There was a sigrificant increase in piuitary gland adenomas n ferale mice at doses 0.75
and 3 tires the oral MRHD on a mg/m? basis. There was a sigrificant increase in endocririe pancreatic adenomas
iri male rats at dos=s 1.5 and 6 imes te oral MRHD an a mg/m? basis. Mamery gland adericcarchomas were
significartly inz-eased in ferale mice & all doses tested (0.2, 0.75, and 3 imes the oral MRHD on a mg/m? basis),
in female rats at all doses tested ‘0.4, 1.5, and € fimes the oral MRHD on a myfi? basis), and in male rats at a
dose 6 times the oral MRHD on a my/n? tasis. Carcinogenesis - : RISFERDAL® CONSTA® was evaluated na
24-month carcinagenicity study in wh ch SF Wistar rals were treated every 2 weeks with IM injactions cf either
5 my'kg or 40 kg of risperidarne. These doses aré 1 and B imes the MRHD i5C rrg) ona min basis. A control
group recsived injestions of 0.9% NaCl, and a vehicle contral group was injected with nlecebo microspheres. There

patients disconti treatment due to changes in serum chemisiry, 1=matology, cr urinalysis paramete's. ECG
Changes: T2 electrocardiograms of 202 schizophrenic patients treated with 25 mg or 50 mg RISPERDAL?
CONSTA® and 98 schizophreric patients treated with placebo in a 12-wesk. double-biind, placebo-cantrofled trial
were evaluatad. Compared with placebo, there were no statisticaly significant cifferences in QT intervals {using
Fidericia’s and linear comection factors) during treatment with RISPERDAL® GONSTA®. Pain Assessment and
Local Injection Site Reactions: The maan intensity of rjection pain reported by patients using & visual anaog
scale 0 = ro pain to 100 = unbearakly painful) decreased in all t-eatment groups from the first 1o the last injection
[placebo: 16.7 0 12.6; 25 mg: 120 10 9.0; 50 mg: 18.2 to 11.8). After the sixih injection (Week 10), investigator
ratings indicated tha: 1% of patients treated with 23 mg or 50 mg RISPERCAL® CONSTA® exper enced redness,
swelling, or induration at the injection sitz. Other Events Observed During the Premarksting Evaluation of
RISPERDAL® CONSTA®: D.ring ifs premarkefing assessment, RISPERCAL® CONSTA® wes administered o
1499 patients in multiple-dose studies. ~he conditons and duration of xposure 1o RISPERDAL® CONSTA® varied
greaty, and reluded {in overlapping categories) open-label and double-blind studies, uncanirolled and controlled
siLcies, inatie !t and outpalient studies, fived-dose and fitration studies, ard sharttem and long-term exposure
studies. The following reactions were reperec: (Note: reque1 adverse evenls are tose occurring in at least
11100 patiaats; infraquent advarse events are thase oceurring in 1/100 to 111000 patients; rare events are those
occurring n “ewer thar 11000 satients. It is important to smphiesize that, althougn the reporied events occurred
during treatment with RISPERDAL® CONSTA®, they were not necessm\y caused by it) Psychiatric Disorders:
Fraquent: aniety, psychosis, depressicr, agitation, nervousness, paranoid reaction, delusion, apathy. fnfrequent:
anorexla, impaired conceniration, imipate1ce amotional \;blll’ly manic reaction, decreasec libido, increased
appaite, amnesia, confusion, auphoria, dspersonalization, parcritia, delirium. psychofic dep-ession. Central and
Peripheral Nervous System Disorders: Frequent. yperionia. dystonia. fnirequent: dyskinesia, vertigo, leg
cramps, tardive dyskinesiar, invluary muscle contracions ia, abnormal gait,

ia, ateia, fecal i aoubogyric ciisis, tetany, apraxia, dementia, migraine. Rare:
neuroleptic malignant S/ndmme aIn the integrated database of mulliple-dose studies (1499 patients with
schizaphrenia or schizoaffeciive disorder), 9 patients (0.6%) treated with RISPERDAL® CONSTA® fall dosages
combined, experienced an adverse event of ta'dive dyskiresia. Body as a Whole/General Disorders: Fraquent:
back pain, chest pain, asthenia, infrequent: malaise, choking. Gastrointestinal Disorders: Frequent: nausea,
vomiting, abdeminal pain. irfrequent: gastritis, castroesophageal reflux, flatulence, hemo-haids, melena,
dysohag a, rectal hemonhage, s:omaitis, colfis, gastric ulcer gingivtis, intasie boveel syndrome, ulcerative
slomaris. Respiratory System Disorders: Frequent. dyspnea. Infrequent; peumaria, stidor, hemaptysis. Rase:
pulmonary adee. Skin and Appendage Disorders: Fraquent: rash. Infrequent; eczema, pruritus, erythematous
rash, dermatilis, alopecl, seborthea, photcsensitvity reaction, increased sweating. Metabolic and Nutritionat
Dlselders Ar/requenr yperuricemia, hyperglycemia, hyperlipemia, hypokalemia, gycosuria,

was a signif cant increase in pituitary giand adenomas, endomne pancreas adanomas, and

obesity, ion. diabetes mellitus, Musculo-Skeletal System

phecchramocyloTas £t 8 fimes th2 M MRHD cn a mgim? basis, ~he incidence of mammary gland
atenosarcinomas was significant y increased in female rats at botr doses (1 and 8 tires the IMMRHD on a g/’
bass). A significan: increase in renal tubuler fumers (adenoma, adenocarcinomas) was observed in male ras als
times the M MRHD on a mgimé basis. Fiasma exposures (AUC) in rats were 0.3 and 2 times (- 5 and 40 mgfkg,
raspactively) the expected plasma exposure (AUC] at the IM MRHD. The relevarce for human rsk of the 1indings
of prolactin-mediated endocrine tumars in rodents is ukaown (see PRECAUTIONS - Hyperprolactinemia).

Igaitment of Ferlity, The relevance of these findings to auman -isk is urknown. Hyperprolactinemia; As
with other drugs that antagonize dopamina D, racaptars, risperidone elevates prolactin levels and the
elevation parsists during chronic admin'stretion. Neitrer clinical studiss nor epidemiologic studies conducted
to date Fave shawn an association between chronic adinistration of this class of drugs and tumorigenssis
in humans; the available evidence is cons cered too limited to og conclusive a this time. Polential for
Cognitive and Mator Impairment: Somnolence was reported by 5% of paiients treatsd with RISPERDAL®
CONSTA® in multiple-dose trials. Patients should be cautioned about operating hazardous machinery,
includrg auzomobiles, untl they are reascrably certain that treaiment with RISPERDAL® CONSTA® does
rot affect them adversely. Priapism: No cases of priapism have been reported in patients treated with
RISPERDAL® CONSTA®. However, rate cases of priapism have been rapoted in patients freated with oral
RISPEROAL®. Thrombotic Thrombocytopenic Purpura {TTP): A single case o° TTF was reported in 2 28
year-cld female patient receiving cral RISPERDAL® in a large, open premarketing experience (approximately
1300 patients). She experienced jauncice, *ever. and druising, but eventually recovered after receiving
plasmapheresis. The alationship to RISPERDAL® therzpy is unkrown. Antiemetic Effect: Risperidone has
an anliemelic effect in anima.s; this effect may dso oceur in humans, and may mask signs and symptoms of
overdosage with cetain drugs o of conditions such as intestinal obstructior, Reye’s syndroms, and brain
tumar. Body Temprature Regulatien: Disrugtion of body temperature requlation Fes baen afttibuted o
ant psyshotic agents. Suicide: The possbility of a suicide altemp: Is inherent in schizopfrenia, arc dose
supervision of high-risk patients should accompany drug therapy. Use in Patients with Concomitant
liiness: Ciinical sxpaiznce with RISPERDAL® GONSTA® in petierts with certain concomitan: systemc
iInessas is limited. Patients with Parkinson's Disease or Dementia wilk: Lewy Bodies whe receive
antipsychotics, including RISPERDAL® CONSTA®. may be at increased risk of heuroleptic Malignant
Syndrame as well as having an increased sensitiv ty 1o antipsycrotic medications. Manifestation of this
increased sensifivity can incluse corfusion, obtundatior, postural instas lity with frequent fells, in add tien to
extrapyramidal sympioms. Caulion is zcvisable wher using RISPERDAL® CONS™A? in patients wilh
diseases or conditions that could aftest metabolism ¢r hemedynamic responses. Increased plasma

No evidence cf mutagenic potential for oral risperidone was found. In addition, no evidence of
mutageric potential was found in the in vitro Ames reverse mutation test for RISPERDAL® CONSTA®,
Impairment of Fertility: Oral risoeridone (0.16 to 5 mgkg) was shown to impair mating, but not fertlry, in
Viistar rats in three reproductive siudies at dbses 0.1 10 3 fimes (¢ oral maximum recommendec hurran dose. No
maling and fertility studies were conducted with RISERDAL® CONSTA®. Pregnancy: Pregnancy Category C:
The -erazogenic petential of oral ispendone was studied in three embrycfetal development studies in Spregue-
Dawiey end Wistar rats 0.63-10 mg/sg or ©.4 to 6 fimes the oral maximum recommended 1amen dose [MRHO] on
amg/n? kasis) and in on2 emoryofese| developman: sfudy in New Zealand rabbits (0.3°-5 mgykg or 0.4 to 6 times
the cral MRHD on & mg/? basis). The incidance of mallcrations was net increased corpared to cantrol i1
offsping of rats or rabaits given 0.4 to € times the orel MRHD on a mym? basis. In three reproductive studies in
rals {two peri/postiatal development siudies and a multigeneraticral study), there was an ircrease in pup deaths
dluring the first 4 days of lactatien af doses of 0.16-5 mg/kg or 0.1 to 3 times the oral MRHD on a mgim? bas’s. fiis
not known whethier these deaths were due o a direct effect on te fetuses or pups o- to effects on the dams. There
was no no-ef’sct dose for rereased rat pup mortalty. I one peripostatal development siudy, there wes an
increase in stilbiom rat pups at a dose of 2.5 mgkg or 1.5 times the oral MRHC 01 a mgim? basis. In a cross-
fostering study in W star <ats, ‘oxde effects on the teius or 2.ps, as evidencec oy & decreese in the number cf live
puips and an increase ‘n the number of deac pups at birth {Day 0), and a decrease ir.birth weight in pups of drug-
treated cers were observed. In adcition, there was an increase r deatrs oy Day 1 ameng pups of drug-reated
dams, regardless of whather of 10t the pups were cross-iosterec, Rispedo2 also appearsd to impair malernal
behavior in that pup body weight gain and survival (from Days 1 10 4 of lactation) were fectced in pups ker1 1o
cortral but rea-ed by drugrireated dams. These sffects were all noted at the one dose of Aisperidone tested, i.e.,
5 mglkg ar 3 times the oral MRHD on a mg/2 basis. No studies were cerducted with RISPERDAL® CONSTA®.
Placental transler of risperidone occurs in rat pups. There are ro adequate and wel -conkioled siudies in pregnant
women. However, there was one “eport cf a case of aganesis o° the corpus callosum in ar infan exposed fo
risparidons in wlero. T1e cavsal relationship ¢ oral RISPERDAL therapy is unknown. Reversible ext-apyramidal
symptoms in the neanate were obsarved follcwing posimarksing use of rsperidons during the [ast fimaster of
Fregnancy, RISPERDAL® CONSTA® stioLld be used during pregnancy only if the potential bensfil justifies the
Fctential Tisk to the fetus, Labor and Delivery: The efiect of RISPERDAL® CONSTA® on lago and dzivery in
Fumans is uninoan. Nursing Mothars: Ir anmal siudies, risperidore and 9-hydmxyrisperidone are excreted in
milk. Risperidane arid 3-ydroxyrisozridone are also excreted in human braast rrik refore, women should not

Dlsnvders Fraquent: artralgia, skelstal pain. Infreguent: Ionm\lﬂ aithrosis, muscle weakness, tendinitis,
arlhritis, arhropathy. Heart Rate and Rhythm Disorders: Frequent: tachycardia. Infrequent; bracycardia, AY
block, palpitation, bundlz branch klock. Rare: T-wave inversion. Cardiovascular Disorders: Frequent:
hypotensm Infrequent. pastural Fypotansion. Urinary System Disorders: Frequent: urinary incontinence.
Inirequent: hemaiuria, micturtion frequency, -enal pan, urinary reteniion. Vision Disorders: infrequent:
conjunctivitis, eye pain, abnormal accommodation. Reproductive Disorders, Female: Frequent: amenorthea.
Infreguent: nonpuerperal lactation, vagiris, dysmenorthea, breast pain, leukorthea. Resistance Mechanism
Disorders: Infrequent: abscass. Liver and Biliary System Disorders: Frequent. increased hepatic enzymes.
Infrequent: hepatomaaly, increased SGPT. Rare; bilirubinemia, ncreased GGT, hapalls, hepatocelular damage,
Jaundice, fatly iver, ncreased SGOT. Repreductive Disorders, Male: infrequsnt ejaculafion failure, Application
Site Disorders: Frequent: injection sile pa'n. infrequent: injection site -eaction. Hearing and Vestibular
Disorders: Infrequent: earache, dearess, hearng decresset. Red Blood Call Disorders: Fraquent: anemia.
Véhite Cell and Resistance Dlsordels infrequent lymiphadsnopathy, Ieucnpena, cervical lymphadenapathy.
Rare: Endocrine : Infrequent: hyperpt
gynecomastia, hypolhyrowdlsm Platelst, Bleedmg and Clotting Disorders: infrequent: purpura, epistaxds. Rane:
pulmanary embolism, hamatoma, thrombocytopenia. Myo-, Endo-, and Pericardial and Valve Disorders:
Inirequent: myocardial ischema, angina pectors, myocardial infa clon Vascu\ar [Exlracaldlac) Disorders:
Infrequent: piebitis. Aere; intermitant ication, flushing, Reports:
Adverse events reported since Tarke! niroduction which were temporally tbut not necessarly causally) related to
ora FISFERDAL® therapy include the following: anaphylactic reaction, angioedema, apnea, atrial fibriliation,
berign pituirary adenomas, disorder, including accident, diabetes mellitus
agqravated, including diabefic ketoacidosis, hypeglycemia, intestinal obsiruction, jaundice, mania, pancreaiits,
Parkinsor’s disease aggravated, pulmonary embolism. “here have been rare reports of sudden death andior
cardiopuimanary arrest i patiens “eceiving orel RISFERDAL®. A causal relaionstip with oral RISPERDAL® has
ret beer esablished, It is important te noe that sudden and unexpected death may oceur in psychetic patients
whether they remain untreated or whether tay are trested with offer entipsyshofic drugs.
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: RISPERDAL® CONSTA® irisperidons) Is nota conlrdled substance
For more infarmation on symptoms and treatment of overd see full P
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Depression
can recur
many times...




Extenoing the body of evidlence
2-YEAR RECURRENCE PREVENTION
data for EFFEXOR XR'

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 rs. 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. (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 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 taking
monoamine oxidase inhibitors (MAOIs). EFFEXOR XR
should not be used in combination with an MAOI or

e —

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 MAOI.




Length and results of positive, randomized, double-blind,
placebo-controlled antidepressant clinical studies'
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Paxil®
{parloxetine Q) “ “ t

v = demonstrated relapse/recurrence prevention at end point.

*Zoloft has been studied in 2-year recurrence prevention as monotherapy but
failed to show a significant difference vs. placebo at end point. Wilson KCM, et al.
Br J Psychiatry. 2003;182:492-497.

tPaxil has been studied in 2-year recurrence prevention in combination with
Esychnthempwctinical management sessions with or without augmentation,
ut not as monotherapy. In patients with recurrent depression, no significant
difference was seen between Paxil and placebo. Reynolds CF, et al. N Engl/ J Med.
2006;354:1130-1138.

I the EFFEXOR XR PREVENT study, patients had at least 3 prior episodes of depression in their lifetime.
EFFEXOR® and EFFEXOR XR® are registered trademarks of Wyeth Pharmaceuticals Inc.
Other brands listed are the trademarks of their respective owners and are not trademarks of Wyeth Pharmaceuticals Inc.

» Adult and pediatric patients with MDD can experience worsening  risk of acute narrow-angle glaucoma (angle-closure glaucoma)
of their depression andlor the emergence of suicidal ideation and  should be monitored.
behavior, whether of not they are taking antidepressants, Patients  , abnnt discontinuation or dose reduction has been assodated
treated with antidepressants should be observed dosely it discontinuation symptoms. Patients should be counseled on
for clinical worsening and suicidality, especially at the  ocsipje giscontinuation symptoms and monitored while
beginning of drug therapy, or at the time of increases o giccqntinuing the drug; the dose should be tapered gradually. See
m L'Lgﬁfﬁ* ig’;?gi;?gﬁ;f? mg'ﬁtggﬁ*;g?m;‘:: the Precautions section of the Prescribing Information.

(] ] I ] P 1] - g w #
hypomania, and mania have been reported and may represent Hﬂ:ﬁ see brief summary of Prescribing Information
precursors to emerging suicidality. Stopping or modifying therapy @M adjacent pages.
should be considered especially when symptoms are severe, abrupt
in onset, or not part of presenting symptoms.

= Treatment with venlafaxine is assodiated with sustained increases

ONCE-DAILY
in blood pressure (BP) in some patients. Postmarketing cases of
elevated BP requiring immediate treatment have been reported. VENLA FAXINE H C f@ EXTENDED
Pre-existing hypertension should be controlled. Regular BP EFEXOR x RELEASE
ToTRXing b Ecommenced. .
» Mydriasis has been reported in association with venlafaxine;
therefore, patients with raised intraocular pressure or those at The change they deserve.
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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 placebo, respectively; the dlscontlnuatlon rates for weight loss were 0.7% for
patients receiving either Effexor XR or placebo. i of M. ia: Mania or hypomania has
occurred during short-term depression and PD studies. As wnh 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 MI 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 clearances of venlafaxine and its
active metabolites 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

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: A i with Di The most common events leading
to discontinuation in MDD, GAD, SAD, and PD trials mcluded nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia, tremor, abnormal (mostly blurred)
vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, ner headache, vasodi X
thlnklng abnormal, decreased libido, and Observe Events in

Clinical Trials for MDD GAD, SAD, and PD—Body as a Whole: asthenia, headache, flu syndrome, accidental
injury, abdominal painr 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 trials and a mean
increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory
Changes: 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, leukocytosis, leukopenia, lymphadenopathy, thrombocythemia; Rare:
basophllla bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,

changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or health pre
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 about operating hazardous
machinery, including automobiles, until they are reasonably sure that venlafaxine does not adversely affect
their abilities. Tell patients to avoid alcohol while taking Effexor XR and 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 preparations, they are taking or plan to take; 3) if they
develop a rash, hives, or related allergic phenomena; 4) if they have a history of glaucoma or increased

th ytopenia. Metabolic and nutritional - Frequent: edema, weight gain; Infrequent: alkaline
phosphatase increased, dehydration, hypercholesteremia, hyperglycemla hyperlipemia, hypoglycemia,
hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN increased,
creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis, hypercalcinuria,
hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia, 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,
rheumatord arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,

intraocular pressure. Laboralory Tests—No specific laboratory tests are r ded. Drug I

Alcohol: A single dose of ethanol had no effect on the pharmacokinetics (PK) of venlafaxine or
0-desmethylvenlafaxine (ODV), 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 or ODV. Venlafaxine did not have any effect on the PK of
diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects
induced by di 1e decreased total oral-dose clearance of haloperidol, resulting
in a 70% increase in haloperidol AUC. The haloperidol Cray 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
0DV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins: \ is

t thlnklng abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia,

CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk loss of
delusions, ia, dystonia, energy increased, facial paralysis, abnormal gait, Gunlaln 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, hyperventilation, laryngi , laryngitis, ia, voice

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 Me ized by Cy P450 Venlafaxine is a relatively weak inhibitor of CYP2D6.
Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine did
not affect the PK of imipramine and 2-OH-imipramine. However, desipramine AUC, Crax and Cuyn increased by
~35% in the presence of 1e. The 2-0H-desip AUCs i by 2.5-4.5 fold. Imipramine 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. Venlafaxine coadministration did not significantly alter the PK profile of the total active moiety
(risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine did not inhibit CYP3A4 in vitro and in vivo.
Indinavir: In a study of 9 healthy volunteers, venlafaxine administration resulted in a 28% decrease in the AUC
of a single dose of indinavir and a 36% decrease in indinavir Crmay. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. GYP2C9: 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 tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2CG19: 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 cor itant use of

Rare: on, hypoxia, Iarynx edema pleurisy, pulmonary embolus
sleep apnea. Skin and appendages Frequent: prurltus Infrequent: acne, alopecra 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, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure

hypc

venlafaxine and other CNS-active drugs. Based on its mechanism of action and the potential for serotonin
syndrome, use caution when coadministering venlafaxine with other drugs affecting the serotonergic
neurotransmitter systems, such as triptans, serotonin reuptake inhibitors, or lithium. Electroconvulsive
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 0DV 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. ODV 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/m? 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
malformations 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 serotonin 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 maturation of children and adolescents. Studies suggest Effexor XR
may adversely affect weight and height (see PRECAUTIONS-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 and cholesterol increases considered to be clinically relevant were similar to that observed in adult

hemorrhage (i eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), interstitial
lung 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: Electrocardiogram changes
(e.g., prolongation of QT interval, bundle branch block, QRS prolongation), sinus and ventricular tachycardia,
bradycardia, hypotension, altered level of consciousness (ranging from somnolence to coma), rhabdomyolysis,
seizures, vertigo, liver necrosis, and death have been reported. 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 W10404C023, revised April 2006.
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KNOW THEFAGTS

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.

Vicer

Reference: 1. 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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IMPORTANT SAFETY INFORMATION - Depression is a serious condition that can lead to suicidal thoughts and behavior. Antidepressants increased
the risk of suicidal thinking and behavior (2% to 4% in short-term studies of 9 antidepressant drugs 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, especially at the beginning of therapy or at the time of dose changes. This risk may persist until
significant remission occurs, Families and caregivers should be advised of the need for close observation and communication with the prescriber.
Lexapro is not approved for use in pediatric patients.
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION

Brief Summary: For comiplete details, please see fll ibi ion for Lexapro.

Suicidality in Children and Adolescents Antidepressants increased the risk of suicidal thinking and behavior (suicidally} in short-term siudies in children and adotescents with Major Depressive Disarder (MDD) and other psychiatric disorders. Anyone consitering the use of Lexapro or any other antidepressant
in a child or adolescent must balance this risk with the clinical need. Patients who are started on therapy shouid 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. Lexapro is niot approved for use in pediatric patients. (See Wamings and Precautions: Pediatric Use) Pooled analyses of short-term (4 to 16 weeks) placebo-controlled frials of 9 antidepressant drugs (SSRIs and others) in children and adolescents with major depressive disorder (MDD), obsessive
compulsive diserder (OCD), or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have revealed a grealer risk of adverse events representing suicidal thinking or behavior {suicidality) during the first tew months of freatment in those receiving antidepressans. The average risk of such
events in patients receiving anildepressants was 4%, twice the placebo risk of 2%. No suicides occtirred in these trials.

CONTRAINDICATIONS Concomitant use in patients taking monoamine oxidase inhibitors (MAQIS) is contraindicated (see WARNINGS). Concomitant use in patients taking pimozide is contraindicated (see Drug fnteractions ~ Pimozide and Celexa). Lexapro is contraindicated in patients with a hypersensitivity to escitalo-
pram o citalopram or any of the inactive ingredients In Lexapro. WARNINGS-Clinical Worsening and Suicide Risk Clinical Worsening and Suicide Risk Patients with major depressive disorder (MDD}, both adult and pedialric, may experignce worsening of their depression and/or the emergence of suicidat 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 & 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 sicidal thinking and behavior (suicidality) in short-term studies in children and adolescents with Mgjor Depressive Disorder (MDD} and other psychiatric disorders. A causal rofe for antidepressants in inducing suicidaity has been established in pediatric patieats. Pooled analy-
ses 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 (suicidaiity) 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 amang drugs, but a tendency toward an increase for almost alt drugs studied. Th risk of suicidality was
mast consistently observed in the MDD trials, but there were signals of risk arising from some irfals in other psychiatric indications (obsessive compulsive disorder and social anxiety disorder) as well. No suicides occurred in any of these irials. It is unknown whether the suicidality risk in pediatric patients extends to
longer-term use, i.e., beyond several months. Itis also unknown whether the sufcidalty risk extends to adults. All pediatric patients being ireated with antidepressanis for any indication should be observed closely for clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few
manths of a course of drug therapy, or at times of dose changes, either increases or decreases. Such observation would generally inciude 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 visils for the next
4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional contact by teiephone may be appropriate between face-fo-face visits. Adults with MDD or co-morhid depression in the setting of other psychiatric illness heing treated with antidepressants should be observed similarly for clin-
ical wnrsenlnn and sulcldallly, especially during the initfal few months of a course of drug therapy, or a times of dose changes, efther increases or decreases. The following symptoms, anxiety, agitation, panic atiacks, insomnia, iritability, hostilty, aggressiveness, impulsivity, akathisia (psychomotor restiessness),
hypomania, and mania, have been reported in adult and pediatric patients being treated with antidepressants for major depressive disorder as wel as for other indications, both psychiatric and nonpsychiatric. Although a causal fink befiween 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. Gonsideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whose depression is persisiently worse, or
'who are experiencing emergent suicidality or symptoms that might be precursors to worsening depression or suicidality, especiall if these symptoms are severe, abrupt in onset, or were not part of the patients presenting symptoms. Families and caregivers ol pediatric patients being ireated with antidepressants for
major depressive disorder or other indications, both psychiatric and nonpsychiaric, should be aleried about the need to monitor patients for the emergence of apitation, inritability, unusual changes in behavior, and the other symptoms described above, as well as the emergence of suicidality, and to report
such symploms immediately to health care providers. Such monitoring should include daily observation by families and caregivers. Prescriptions for Lexapro should be written for the smallest quantity of tablets 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 Pafients for Bipalar Disorder: A major depressive episade may be the initial presentation of bipofar disorder. It is generally believed (though not established in contralled 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 tepresent such a conversion is unknown. However, prior fo inftiating treatment with an antidepressant, patients with depressive symptoms should be adequately screened
1o determing if they are at risk for bipolar disorder; such screening should include a detaled psychiatric history, including a family histary of suicide, bipolar disorder, and depression. It should be noted that Lexapro is not appraved for use in treating bipolar depression. Potential for Interaction with Monoaming Oxidase
Inibitors In patients receiving serotonin reuptake inhibitor drugs in combinatian with a monoamine oxidase inhibitor {MAGI), there have heen reports of serious, sometimes fatal, reactions including hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital signs, and
mental status ehanges that include extreme agitation progressing fa defirium and coma. These reactions have atso been reported in patients who have recently discontinued SSRI Ireatment and have heen started on an MAOI. Some cases presented with features resembling neuroteptic malignant syndrome.
Furthermore, limited animal data on the effects of combined use of SSRIs and MAOIs suggest that these drugs may act synergistically to elevate blood pressure and evoke behavioral excitation. Therefore, it is recommended that Lexapro should not be used in combination with an MAOX, or within 14 days of
dlsnnnlmumg treatment with an MAOI. Similarly, at least 14 days should be allowed after stopping Lexapro before starting an MAOL. Serotonin syndrome has been reporied in two patienls who were concomitantly receiving linezolid, an antibiotic which is a reversible non-selective MAQI. PRECAUTIONS General
Discontinuation of Treatment with Lexapra During marketing of Lexapro and other SSRIs and SNRIs (serotonin and norepinebrine reuptake inhibitars), there have been spontaneous reports of adverse events occurring upon discontinuation of these drugs, particularty when abrupt, including the following: dysphoric mood,
irrtability, agitation, dizziness, sensory disturbances (e.g., paresthesias such as efectric shock sensations), anxiety, confusion, headache, lethargy, emational lability, insomnia, and hypomania. While these events are generally self-limiting, there have been reports of serious discontinuation symptoms. Patients should be
monitored for these symptoms when discontinuing treatment with Lexapso. A gradual reduction in the dose rather than abrupt cessation is recommended whenever possible. I intolerable symptoms occur following a decrease in the doss or upon discontinuation of treatment, then resuming the previously prescribed dose
may be considered. Subsequently, the physician may continus decreasing the dose but at a more gradual rate (see DOSAGE AND ADMINISTRATION in fuil prescribing information). Abnormal Bleeding Published case reparts have documented the occurrence of bleeding episodes in patients treated with psychotropic drugs
that interfere with serotonin reuptake. Subsequent epidemiological studies, both of the case-control and cohort design, have demonsirated an association between use of psychoiropic drugs tha interfere with serotonin reuptake and the occurrence of upper gastreintestinel bleeding. In two studies, concurrent use of a non-
steraidal anti-inflammatory drug (NSAID) or aspirin potentiated the risk of bleeding (see Drug Interactions). Although these studies focused on upper gastrointestina! bleeding, there is reason to believe that bieeding at other sites may be similarly potentiated. Patients should be cautioned regardlng the risk of biseding asso-
Giated with the concomitant use of Lexapro with NSAIDS, aspirin, or other drugs that affect coagulation. Hyponatremia Cases of hyponatremia and SIADH (syndrome of inappropriate antidiuretic hormone secretion) have been reported in association with Lexapro treatment. Al patients with these events have recovered with
discontinuation of escitalopram and/or medical intervention. Hypanatremia and SIADH have also been reported in association with other marketed drugs effective in the treatment of major depressive disorder. Activation of Mania/Hypomania In placebo-controlled trials of Lexapro in major depressive disorder, activation of
maniafhypomania was reported in one (0.1%) of 715 patients treated with Lexapro and in none of the 592 patients treated with placebo. One additionat case of hypomania has been reported In association with Lexapro treatment. Activation of mania/hypomania has also been reparted in a small proportion of patients with
major affective disordars treated with racemic citalopram and other marketed drugs effective in the treatment of major depressive disorder. As with all drugs effective in the treatment of major depressive disorder, Lexapro should be used cautiously in patients with a history of mania. Seizures Afthough anticonvulsant effects
of ragemic citalopram have been ohserved in animal studies, Lexapro has not been systematically evaluated in patients with a seizure disorder. These patients were excluded from clinical studies during the product’s premaketing testing. in clinical trials of Lexapro, cases of convulsion have been reported in association
with Lexapro treatment. Like ather 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 n a study in normal volunteers, Lexapro 10 mg/day did not produce impairment of intel-
fectual function or Because any drug may lmpasr judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machlnery, including automoniles, until they are reasanably certain that Lexapro therapy does not affect their ability to engage in
such activities. Use in Patients with Concomitant Hiness Clinical experience with Lexapro in patients with certain concomitant systemic illnesses is limited. Caution is advisable in using Lexapro in patients with diseases or conditions that produce alfered metabolism or hemodynamic responses. Lexapre has not been sys-
tematically evaluated n patients with a recent histary of myocardial infarction or unstable heart disease. Patients with these diagnoses were generally excluded from clinical studies during the product’s premarketing testing. In subjects with hepatic impairment, clearance of racemic citalopram was decreased and plasma
ions were increased. The dose of Lexapro in hepatically impatred patients is 10 mg/day (see DOSAGE AND ADMINISTRATION in full prescribing information). Because escitalopram is extensively metabolized, excretion of unchanged drug in urine is a minor route of elimination. Untit adequate num-
bers of patients with severe venal impairment have been evaluated during chronic treatment with Lexapro, however, it should be used with cautian in such patients (sse DOSAGE AND ADMINISTRATION in full prescribing information). Drug Interactions CNS Drugs - Given the primary CNS effects of escitatopram, caution
should be used when it is taken in combination with other centrally acting drugs. Alcohol - Although Lexapro did not potentiate ihe cognitive and motor effects of alcohol in a clinical trial, as with other psychotrop\c medications, the use of alcohol by patients taking Lexapro is not recommended. Monoamine Oxidase
Inhibitors (MAO!s) - See CONTRAINDIGATIONS and WARNINGS. Drugs That interfere With Hemostasis (NSAIDS, Aspirin, Warfarin, etc.) Serotonin release by plateiets plays an important role in studies of the case-control and cohort design that have demonstrated 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 or aspirin potentiated the risk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently with Lexapro. Cimetidine - In sub-
jects who had recsived 21 days of 40 mg/day racemic citalopram, combined administration of 400 mg/day cimetidine for 8 days resulted in an increase in citalopram AUC and C,,,, of 43% and 39%, respectively. The clinical 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 significantiy affect the pharmacokinetics of either citalopram or dlgoxm Lithium - Coadministration of racemic citalopram (40 mg/day for 10 days) and lithium (30 mmoliday for 5 days} had no significant effect
on the pharmacokinetics of citalopram or Ithium. Nevertheless, plasma ithium levels should be monitored with appropriate adjustment to the ithium dose in accordance with standard clinical practice. Because fithium may enhance the serotonergic effects of escitalopram, caution should be exercised when Lexapro and
lithium are coadministered, Pimozide and Celexa - In  controlled study, a single dose of pimazide 2 mg co-administered with racemic citalopram 40 myg given once daily for 11 days was associated with a mean increase in QT valses of approximately 10 msec compared to pimozide given alone. Racemic citalopram did
not alter the mean AUG or G, of pimozide. The mechanism of this pharmacedynamic interaction is not known. Sumatriptan - There have been rare postmarketing reports describing patients with weakness, hyperreflexia, and incoordination following the use of an SSRi and sumatriptan. If concomitant treatment with Suma-
triptan and an SSR! (e.g., fluoxetine, fluvoxamine, paroxetine, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the patient is advised. Theophyliine - Combined administration of racemic citalopram (40 mg/day for 21 days) and the CYP1A2 substrate theophylline {single dose of 300 ma)

did not affect the of line. The effect of on the inetics of citalopram was not evaluated. Wartarin - Administration of 40 mg/day racemic citelopram for 21 days did not affect the pharmacukmetlcs of warfarin, a CYP3A4 substrate. Prothrombin time was increased by 5%, the
clinical significance of which s unkniown. Garbamazepine - Combined administration of racemic citalopram {40 mg/day for 14 days) and carhamazepine (fitrated to 400 mg/day for 35 days) did not signifi affect the ing, a CYP3A4 substrate. Afthough trough citalopram plasma levels
were unaffected, given the enzyme-inducing properfies of ine, the possibility that ine might mcrease the clearance of escitalopram should be considered if the two drugs are coadministered. Triazolam - Combined adm»mstmuon of racemic citalopram (titrated to 40 mg/day for 28 days) and the CYP3A4

substrate triazolam (single dose of 0.25 mg) did not significantly affect the pharmacokinetics of either citalopram or triazolam. Ketoconazole - Combined administration of racemic citalopram (40 mg) and ketoconazole (200 mg}, a potent GYP3A4 inhibitor, decreased the C,,, and AUC of ketoconazole by 21% and 10%,
respectively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir - Gombined administration of a single dose of ritonavir (600 mg), bath a CYPSM substrate and a potent inhibitor of CYP3A4, and esonalupram (20 mg) did not affect the pharmacoklnellcs of either rilonavir or escilalopram. CYP3A4

and -2619 Inhibitors - i vitro studies indicated that CYP3Ad and -2C19 are the primary enzymes involved in the of However, {20 mg) and ritonavir (600 mg) a potent inhibitor of CYP3A4, did not affect the of Because
escitalopram is metabolized by muttiple enzyme systems, inhibition of a single enzyme may not appreciably decrease escitalopram clearance. Drugs Wetabolized by Cytochmme P4502D6 - /n vitro studies did not reveal an inhibitory effect of escitalopram on CYP2DE. In addition, steady state levels of racemic citalopram
were not significantly different in poor metabolizers and extensive CYP2D6 izers after multiple-dose of citalopram, suggesting that coadministration, with escitalopram, of a drug that inhibits GYP2D8, is unlikely to have clinically significant effects on escitalopram metabolism. However, there are
limited in vivo data suggesting a modest CYP2D8 inhibitory effect for escit of esci (20 mg/day for 21 days) with the tricyclic antidepressant desipramine (single dose of 50 mg}, a substrate for CYP2DS, resulted in a 40% increase in G, and a 100% increase in AUC of desipramine.
The clinical signiticance of this finding is unknown. Nevertheless, caution is mdlcated inthe i ion of esct and drugs by GYP2DB. Metoprolol- Administration of 20 my/day Lexapro for 21 days in healthy volunteers resuled in a 50% i increass in Conex and 82% increase in AUC of the beta-
adrenergic blocker metoprolol (given in a single dose of 100 mg). Increased metoprolol plasma levels have been associated with decreased cardioselectivity. Coadministration of Lexapro and metopralof had ne clinically significant effects on biood pressure or heart rate. Electrocomuisive Therapy (ECT) - There are no clin-
ical studies of the combined use of ECT and of Ferlility Carcinogenesis Racemic citalopram was administered in the diet to NMRI/BOM strain mice and COBS W1 strain rats for 18 and 24 months, respectively. There was no evidence for cascinogenicity of racemic

citalopram in mice recaiving up to 240 mg/kg/day. There was an increased incidence of small intestine carcinama in rats receiving 8 or 24 mg/kg/day racemic citaiopram. A no-gffect dose for this finding was not established. The refevance of these findings to hurmians is unknown. Mutagenesis Racemic citalopram was muta-
genic in the n vitra bacterial reverse mutation assay (Ames test) in 2 of 5 bactesial strains (Salmonella TA98 and TA1537) in the absence of metabolic activation. It was clastogenic in the in vitro Chinese hamster lung cefl assay for chromasamal aberrations in the presence and absence of metabolic activation. Racemic
citalopram was not mutagemc in the in vitro mammalian forward gene mutation assay (HPRT} in mouse lymphoma cells or in a coupled i vitro/in vivo unscheduled DNA synthesis (UDS) assay in rat liver. It was not clastogenic in the in vitro chromosomal aberration assay in human lymphocytes or in twa in vivo mouse
micronucleus assays. Impairment of Fertility When racemic citalopram was administered orally to 16 male and 24 female rats prior to and throughout mating and gestation at doses of 32, 48, and 72 mgrkg/day, mating was decreased at all doses, and ferfility was decreased at deses > 32 mg/kg/day. Gestation duration was
increased at 48 mg/kg/day. Pregnancy-Nonteratagenic Effects Neonates exposed to Lexapro and other SSRis or SNRIs, late in the third trimester, have developed complications requiring prolanged hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reported
clinical findings have included respiratory distress, cyanosis, apnea, seizures, temperature Instabifty, feedling dificulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperrefiexia, tremor, jtteriness, iritabilit, and constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, pos-
sibly, a drug discontinuation syndrome. it shoufd be noted that, in some cases, the clinical picture is consistent with serotonin syndrome (see WARNINGS). When treating a pregnant woman with Lexapro during the third trimester, the physician should carefully consider the potential risks and benefiis of treatment (see
DOSAGE AND ADMINISTRATION in full prescribing informatiun). Lahor and Delivery The effect of Lexapro on (abor and delivery in humans is unknown. Nursing Methers Racemic citalopram, fike many other drugs, is excreted in human breast milk. There have been two reports of infants experiencing excessive somno-
lence, decreased feeding, and weight loss in association with breastfeeding from a citalopram-treated mother, in one case, the infant was reported to recover completely upon discontinuation of citalopram by its mother and, in the second case, no follow-up information was available. The decision whether to continue or
discontinue eittier nursing or Lexapro therapy should take into account the risks of citalopram £xposure for the infant and lhe benefits of Lexapro treatment for the mother. Pediatric Use Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS-Clinical Worsenmg
and Suicide Risk). Geriatric Use Approximately 6% of the 1144 patients receiving escitalopram it controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older; elderly patients in these trials received daily doses of Lexapro between 10 and 20 mg. The number of elderly patients in these
trials was insufficient to adequately assess for possible differential efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of some eiderly individuals to effects of Lexapro cannot be ruled out. In two pharmacokinetic studies, escitalopram half-life was increased by approximately 50% in elderly
subjects as compared to young subjects and C,,,, was unchanged (see CLINICAL PHARMAEOLOGY). 10 mo/day is the recommende dose for elderly patients (see DOSAGE AND ADMINISTRATION in full prescribing information). OF 4422 patients in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were
65 and over, and 457 were 75 and over. No overall diferences in safety or effectiveness were ohserved between these subjects and younger subjects, and other reporied clinical experience has not identified differences in responses between the elderly and younger patients, but again, greater sensitivity of some e\derly indi-
viduals cannot be ruled out. ADVERSE REACTIONS Adverse event information for Lexapro was collacted fram 715 patients with major depressive disorder who were exposed to escitalopram and from 562 patients who were exposed to placebo in double-biind, placebo-controfled tials. An additional 284 patients with major
depressive disorder were newly exposed to escitalopram in open-label trials. The adverse event information for Lexapro in patients with GAD was collected from 429 patients exposed to escitalopram and from 427 padents expnsed to placebo in double-blind, p\acebdcnmrol}ed trials. Adverse events during exposure were
obtained primarly by general inquiry and recorded by clinical investigators using terminology of their own choosing. Consequently, it is not possible to provide a mearingfut estimate of the proportion of individuals experiencing adverse events without first grouping similar types of events into a smaller number of stan-
dardized event categories. In the tables and tabulations that follow, standard World health Organization (WHO) 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 oocurred for the first ime or worsened while receiving therapy foliowing baseline evaluation. Adverse Evenis Associated with Discontination of Treatment Major Depressive Disorder Among the 715 depressed patients who recelved Lexapro in
placsho-controlled trials, 6% discontinued treatment due to an adverse event, as compared to 2% of 552 patients receiving placebo. In twa fixed-dose studies, the rate of discontinuation for adverse events in patients receiving 10 mg/day Lexapro was not significantly different from the rate of discontinuation for adverse
events in patients receiving placebo. The rate of discontinuation for adverse events in patients assigned 1o a fixed dose of 20 mg/day Lexapro was 10%, which was significantly different from the rate of discontinuation for acverse events in patients receiving 10 mg/day Lexapro (4%) and placebo (3%). Adverse events that
were associated with the discontinuation of at least 1% of patients freated 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 Anxiety Disorder Among the 429 GAD patients who received Lexapro 10-20 mg/day in placebo-
controlled trials, 8% discontinued treatment due to an adverse event, as compared to 4% of 427 patients receiving placebo. Adverse events that were assocfated with the discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at ieast twice the placebo rate, were nausea {2%), insomnia
(1"/) and fatigue {1%). Incidence of Adverse Events in Piacebio-Controlled Clinical Trials Major Depressive Disorder Table 1 enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred 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 patients freated with Lexapro was greater than the incidence in placebo-treated patients. The prescriber should be aware that these figures can not be used to pre-
dict the incidence of adverse svents in the course of usual medical practice where patient chasactenistics and other factors differ from those which prevailed in the clinical trials. Simitarty, the cited frequencies cannot be compared with figures obtained from other clinical investigations involving different treatments, uses,
and investigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relafive contribution of drug and non-drug facters to the adverse event incidence rate in the population studied. The most cemmonly observed adverse events in Lexapro patients (incidence of approxi-
mately 5% or greater and approximately twice the incidence in placetio patients) were insomnia, sjaculation disorder (primarily ejaculatory delay), nausea, sweating increased, fatigue, and somnolence (see TABLE 1). TABLE 1: Treaiment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Major
Depressive Disorder* [Lexapro {¥=715) and Placebo (N=592)]: Autonomic Nervous System Disorders: Dry Mouth (6% and 5%); Sweating Increased (5% and 2%}, Central & Peripheral Nervous System Disorders: Dizziness (5% and 3%). Gastrointestinal Disorders: Nausea (15% and 7%); Dianhea (8% and 5%);
Constipation (3% and 1%); Indigestion (3% and 1%); Abdominal Pain (2% and 1%). General: Influenza-like Symptoms (5% and 4%); Fatigue (5% and 2%). Psyu:mamc Disorders: (nsomnia (9% and 4%); Somnolence (8% and 2%); Appetite Decreased (3% and 1 %); Libido Decreased (3% and 1%). Respiralory System
Disorders: Rhinitis (5% and 4%); Sinusitis (3% and 2%). Urogenifal: Efaculation Disorder'” (9% and <1%); Impotence? (3% and <1%); Anorgasmia® (2% and <1%).*Cvents reporied by a least 2% of patients treated with Lexapro are reported, except for the following events which had an incidence on placebo > Lexapro:
headache, upper respiratory tract infection, back pain, pharyngitis, inflicled injury, anxiety, Primarily ejaculatory delay. 2Denominator used was for males only (N=225 Lexapro; N=188 placebo). *Denominator 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 treament-emergent adverse events that occarred among 429 GAD patients who received Lexapro 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 patients treat-
ed with Lexapro was greater than the incidence in placebo-treated patients. The most commoniy observed adverse events in Lexapro patients (incidence of { 5% or greater and twice the incidence in placebo patients) were nausea, ejaculation disorder {primarily ejaculatory delay), insomnia,
fatique, decreased Iibido, and anorgasmia (see TABLE 2). TABLE 2: Treatment-Emergent Adverse Events: Incidence in Placebo-Coniralled Clinical Trials for Generalized Amxiety Disorder* [Lexapro {N=429) and Placebo (N=427)]: Autonomic Nervous Syslem Disorders: Dry Mouth (9% and 5%}, Sweating Increased
(4% and 1%). Central ) Peripheral Nervous System Disarders: Headache (24% and 17%); Paresthesia {2% and 1%). Gastrointestinal Disorders: Nausea (18% and 8%}; Diarrhea (8% and 6%); Constipation (5% and 4%); Indigestion (3% and 2%}; Vomiting (3% and 1%}; Abdominal Pairt (2% and 1%); Flatulence (2%
and 1%}; Toothache {2% and 0%). General: Fatigue (8% and 2%); influenza-fike symptoms (5% and 4%). Musculskeletal: Neck/Shouldsr Pain (3% and 1%). Psyehiatric Disorders: Somnolence (13% and 7%}, Insomnia {12% and 6%); Libico Decreased (7% and 2%); Dreaming Abnormal (3% and 2%); Appetite
Decreased (3% and 1 %}; Lthargy (3% and 1%); Yawning (2% and 1 %). Uragenital: Ejaculation Disorder'2 (4% and 2%); Anorgasmia? (6% and <1%); Menstrual Disorder (2% and 1%). *Events reported by at least 2% of patients treated with Lexapro are reported, except for the following events which had an inci-
dence on placebo > Lexapro: inflicted injury, diziness, hack pain, upper respiratory tract miedlon rhinitis, pharyngitis. TPrimarily ejaculatory delay. 2Denominator used was for males only (N=182 Lexapro; N=195 placebo). SDenominator used was for females only {N=247 Lexapro; N=232 placebo). Dase Dependency of
Adverse Evenis The potential dose dependency of comman adverse events {defined as an incidence rate of 25% In either the 10 mg or 20 mg Lexapro groups) was examined on the basis of the combined incidence of adverse events in two fixed-dose trials. The overall incidence rates of adverse events in 10 mg Lexapro-
treated patfents (86%) was similar to that of the placsbo-treated patients {61%), while the incidence rate in 20 mg/day Lexapro-treated patients was greater (86%). Table 3 shows common adverse events that occurred in the 20 mg/day Lexapro group with an incidence that was approximately twice that of the 10 mg/day
Lexapro group and approximately twice that of the placebo group. TABLE 3: Incidence of Cammon Adverse Evenls* in Patients with Major Depressive Disorder Receiving Placeba (N=311), 10 mg/day Lexapro (N=310), 20 ma/day Lexapro (N=125)): Insomnia (4%, 7%, 14%); Diarrhea (5%, 6%, 14%); Dry Moulh
(3%, 4%, 9%); Somnaience (1%, 4%, 9%). Dizziness (2%, 4%, 7%); Sweating Increased (<1%, 3%, 8%); Constipation (1%, 3%, 6%); Fatigue (2%, 2%, 6%): Indigestian (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 mg/day Lexapro group and the placebo group. Male and Female Sexual Dysfunction with SSRIs Although changes in sexval desire, sexual performance, and sexual safisfaction often oceur as manifestations of a psychatric disorder, they may also be a conse-
quence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such untoward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, performance, and satisfaction are difficut to cbiain, 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 underestimate their actual incidence. Table 4 shows the incidence rates of sexual side effects in patients with major depressive disorder and GAD in
placebo-controlled trials. TABLE 4: Incidence of Sexuat Side Effects in Placebo-Controlled Clinical Trials [in Males Only: Lexapro {N=407) and Placeho (N=383)]: Ejacutation Disorder (primarily ejaculatory delay) (12% and 1%); Libide Decreased (6% and 2%); Impotence (2% and <1%). [In Females Only: Lexapro
(N=737) and Placebo (N=636)1: Libidn Decreased (3% and 1%); Anargasmia (3% and <1%) Thers are no adequately designed studies examining sexual dysfunction with escitalopram treatment. Priapism has been reported with all SSRIs. While it is difficult to know the precise risk of sexual dysfunction assaciated with
the use of SSRIs, physicians should routinely inguire about such possible side effects. Vital Sign Changes Lexapro and placeba groups were compared with respect fo (1) mean change from bassline in vital signs (pulse, systolic blood pressure, and diastolic blood pressuse) and {2) the incidence of patients mesting
eriteria for pmemla\ly clinically significant changes from baseline tn these variables. Thase analyses did not reveal any clinically important changes in vital signs associated with Lexapro treatment. In addition, a comparison of supine and standing vital sign measures i subjects recelving Lexapro indicated that Lexapro treat-
ment is not associated with orthestatic changes. Weight Changes Patients treated with Lexapro in controfled trials did not differ from placebo-treated patients with regard to clinically important change in body weight. Laboratory Changes Lexapro and placebo groups were compared with respect to (1) mean change from
baseling in varius serum chemistry, hematology, and urinelysis variables, and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline in these variables. These analyses revealed o clinically important changes in laboratory test parameters associated with Lexapro treatment.
ECG Changes Electrocardiograms from Lexapro (N=625), racemic citalopram (N=351), and placebo (N=527) groups were compared with respect te (1) mean change from baseline in various ECG parameters and (2) the incidence of patients meeting criteria for potentially clinically significant changes from baseiine 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 an increase 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 piacebo. Neither Lexapro
nor racemic citalopram were associated with the development of clinically significant ECG abnormalities. Other Events Observed During the Premarketing Evaluation of Lexapro Following is a fist of WHO terms that reflect treatment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS
section, raported by the 1428 patients treated with Lexapro for periods of up to one year in double-bling or open-labet cfinical trials during its premarketing evaluation. Al reported events are included except those already fisted in Tables 1 & 2, those occurring in only one patient, event terms that are so general as to be
unlmormahve and those that are unlikely to be drug related. Itis important to emphasue that, aithough the events reported occurred during treatment with Lexapro, they were not necessarily caused by it. Events are further categorized by body system and Ilsled in order of decreasing Irequency accordlng to the following

definitions: frequent adverse events are those oocurring on one or more occasions in at least 1/100 patients; infrequent adversg events are those oogurring in tess than 1/100 patients but at least /1000 patients. Cardiovascular - Freguent: palpitation, . Infrequent: b ECG abnormal, flush-
ing, varicose vein. Central and Peripheral Nervous System Disorders - Frequent: light-headed feeling, migraine. /nfrequent: tremor, vertigo, restless legs, shaking, twitching, dysequilibrium, tics, carpal tunnel syndrome, muscle { mvolumary, i abnormal, faintness, fiyperrefiexia, muscu-
lar tone increased. Gastrointestinal Disorders - Frequent: heartburn, abdominal cramp, it /nfrequenr reflux, bloating, abdominal discomfort, dyspepsia, increased stool frequency, be\chmg gastritis, hemorthaids, gagging, polyposis gastric, swallowing difficuit. General - Frequent: allergy, pain

in limb, fever, hot fiushes, chest pain. /nfrequent; edema of extremmes chills, tightness of chest, feg pain, asthenia, syncope, malaise, anaphylaxis, falt. Hemic and Lymphanc Disorders - Infrequent; bruise, anemia, nosebleed, hematoma, lymphadenopathy cervicat. Metabolic and Nutritional Disorders - Frequent: increased
weight. In!requenl decreased weight, hyperglycemia, thirst, bilirubin mcreased hepatic enzymes increased, gout, hypercholesterolemia. Musculoskeletal System Disorders - Frequent: arthvalgia, myalgia. /nfrequent: jaw siiffness, muscle cramp, muscle sifiness, arthritis, muscle weakness, back discomfort, arthropathy, jaw
pain, joint stifiness. Psychiatric Disorders - Frequent; appetite increased, lethargy, irritability, concentration lmpavred Infrequent; jitieriness, panic reaction, agitation, apathy, forgetfulness, depression aggravated, nervousness, restiessness aggravated, suicide attempt, amnesia, anxiety attack, bruxism, carbehydrate craving,
contusion, depersonalization, disorientation, emotional ability, feeling unreal, tremulousness nervous, crying abnormal, depression, excitability, auditory hallucination, suicidal tendency. Reproductive Disorders/Female* - Freguent: menstrual cramps, menstrual disorder, Infrequen[ menormagla breast neoplasm, pelvic
Inllammatron premenstrual syndrome, spotting between menses. *% based on female subjects only: N= 805 Respiratory System Disorders - Frequent. bronchitis, sinus congestion, coughing, nasal congestion, sinus headache infrequent. asthma, breath shortness, faryngitis, pneumonta, tracheitis. Skin and Appendages
Disarders - Frequent: rash. infrequent: pruritus, acne, alopecia, eczema, dermatits, dry skin, folliculits, tipoma, furuncutoss, dry lips, skin nodule. Special Senses - Frequent: vision blurred, tinnitus. Infrequent. aste alteration, earache, conjunctiviis, visian abnormal, dry eyes, eye irritation, visual disturbance, eye infection,
pupits dilated, metalic taste. Urinary System Disorders - Frequent; urinary frequency, urinary tract infection, Infrequent; urinary urgency, kidney stone, dysuria, blood in urine. Events Reported Subsequent to the Marketing of Escil Although no causal to treatment has beer: found, the fol-
lowing adverse events have been reported to have occurred in patients and to be temporally associated with escitalopram treaiment during postmarkeling experience and were not abserved during the premarketing evaluation of estitalopram: abnormal gait, acute renal failure, aggression, angioedema, atrial fibrillation,
diptopia, dystonia, disorders, grand mal seizures (or convulsions), hepatitis, hypotension, myccardial infarction, neuroleptic malignant syndrome, orthostatic pulmonary embolism, QT prolongation, rhabdomyolysts, seizures, serotonin syndrome, SIADH,
thrombocytopenia, torsades de pointes, toxic epidermal necrolysis, ventricular tachycardia and visual inations. Events Reporied to the Marketing of Racemic Ci Although no causal relationship to racemic citalopram treatment has been found, the following adverse svents have beent reported to
have occurred in patients and 1o he temporally associated with racemic citalopram treatment and were not observed during the premarketing evaluation of citalopram: acute renal failure, akathisia, allergic reaction, anaphylaxis, angioedema, choreoathetosis, delirium, dyskinesia, ecchymosis, erythema multiforme, gas-
frointestinal hemorrhage, grand mal seizures (or convulsions), hemalytic anemia, hepatic necrosis, myoclonus, neuroleptic malignant syndrome, nystagmus, pancreatitis, priapism, decreased ar is, serotonin syndrome spontaneous abortion, thrambocytopenia,
thrombosis, torsades de pointes, toxic epidermal necrolysis and ventricular arrhylhmla
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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 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, heart failure, sudden death) or
infectious (eq, pneumania) 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—Cerebrovascular adverse events
(&g, stroke, transient ischemic attack), Including fatalities, were reported
in trials of ZYPREXA in elderly patients with dementia-related psychosis.
In placebo-controlled trials, there was a significantly higher incidence
of CVAE In patients treated with ZYPREXA compared 1o patients treated
with placebo. ZYPREXA is not approved for the treatment of elderly
patients with dementia-related psychosis.

Hyperalycemia and diabetes mellitus—Hyperglycemia, In some
cases associated with ketoacidosis, coma, or death, has been reparted
in patients treated with atypical anfipsychotics including ZYPREXA,

All patients taking atypicals should be monitored for symptoms of
hyperglycemia. Persons with diabetes who are started on atypicals
should be monitored requiarty for worsening of glucose control; those
with risk factors for diabetes should underga baseline and periodic
fasting blood glucose testing, Patients who develop symptoms of
hyperglycemnta during treatment should undergo fasting blood

glucose testing.

Neuroleptic malignant syndrome (NMS)—As with all antipsychotic
medications, a rare and potentially fatal condition known as NMS

has been reported with olanzapine. f signs and symptoms appear,
immediate discontinuation is recommended,

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

risk of TDL It its signs and symploms appear, discontinuation should
be considered.

Orthostatic hypotension—In premarketing schizophrenia trials, some
patients taking ZYPREXA may have experienced orihostatic hypotension
associated with dizziness, tachycardia, and, in somi cases, syncope
(15/2500, 0.6%).

Seizures—Occurred infrequently In premarketing clinical trials
(222500, 0.9%). ZYPREXA should be usad cautiously in patients
with a history of seizures or with conditions that lower the
seizure threshold.

Effect on prolactin—Modast elevations of prolactin were sean with
ZYPREXA in acute-phase schizophrenia trials incidence 34% vs 13%
with placebo), although mean changes from baseling to endpoint were
not statistically significantly different between olanzapine and placebo,
Some patients may have persisting modest prolactin elevations.

Transient, asymptomatic elevations of hepatic transaminase—

In placebo-controlled schizophrenia trials, clinically significant ALT
(SGPT) elevations (=3 times the upper limit of the normal range) were
observed in 2% (6/243) of patients exposed 1o ZYPREXA compared

to none {(11115) af the placebo patients, None of these patients
developed jaundice. Rare postmarketing reports of hepatitis have been
received. Very rare cases of cholestatic or mined liver injury have also
bean reported in the postmarketing period. Periodic assessment of
transaminases is recommended in patients with significant hepatic
disease.

Special populations, elderly—Esophageal dysmotility and aspiration
have been associated with antipsychotic drug use. Olanzapine should
be used with caution in patients at risk for aspiration pneumonia. In

5 studies in elderly patients with dementia-related psychosis, adverse
events reparted more commandy with olanzaping than with placebo
were falls, somnolence, peripheral edema, abnormal gait, urinary
Incontingnce, lethargy, increased weight, asthenia, pyrexia, pneumania,
dry mouth, and visual hallucinations. Mlanzaping should be used with
caution in elderly patients with dementa. Olanzapine Is not approved
for treatment of patients with dementia-related psychosis.

Drug interactions—Coadministration of diazepam or ethanol with
ZYPREXA may potentiate orthostatic hypotension. Lower doses of
ZYPREXA should be considered in patients recefving concomitant
herapy with fiuvoxamine.

Medication dispensing and prescribing errors have occured
between ZYPREXA® {olanzaping) and Zyriec™ (cetirizing HCI), These
errors could result in unnecessary adverse events or potential relapse
in patients sulfering from schizophrenia or bipolar disorder. To reduce
the potential for dispensing emors, please write ZYPREXA clearty.

The most common treatment-emergent adverse events
associated with ZYPRENA (vs placebo) in 6-week acute-phase
schizophrania trials were somnolence (26% vs 15%), dizziness
(11% vs 4%). weight gain (6% vs 1%), personality disorder
(COSTART term for nonaggressive objectionable behavior, 8% vs
4%), constipation (9% vs 3%), akathisia (5% vs 1%), and pastural
hypotension (5% vs 29%),

The most common treatment-emergent adverse events
associated with ZYPREXA (vs placeba) in 3- and 4-week bipolar
mania trials were somnaolence (35% vs 13%), dry mouth (22% vs
7%}, dizziness (18% vs 6%, asthenda (15% vs 63, constipation
(11% vs 5%}, dyspepsia (11% vs 5%), Increased appetite (6% vs
3%}, and tremor (6% vs 3%).

DYPREXA & a registened trockmark of B Lty and Company,
Zymiec b a registened tradamark of UCE, SA




One moment it was uncontrollable tears.

The next euphoria.

I was on the edge—in danger of losing everything

that was important to me.

But with the support of my loved ones, and a doctor who

knows how to help, that brink seems farther away.

I'm making progress.
But the fight continues.
One day at a time.

TYPREXA is approved for the freatment of sChizophrenia, acute
bipotar mania, and maintenance reatment in bipolar disorder,

Ses Important Safety Information, including boxed warming,
and Briel Summary of Prescribing Informiation on adjacen! pages
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ZYPREXA® 01anzapine Tablets
ZYPREXA® ZYDIS® o1anzapine Orally Disintegrating Tablets
ZYPREXA® IntraMuscular oanzapine for Injection

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

WARNING: Increased Morfality in Elderly Patignts with Dementia-Related P is—Elderly patients
with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk
of death compared to placebo. Analyses of seventeen placeho-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 placeho-treated patients. Over the course of a typical 10-week centrolled trial,
the rate of death in drug-treated patients was about 4.5%, campared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, mast 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.

INDICATIONS AND USAGE: ZYPREXA and ZYPREXA Zydis are indicated for short- and long-term treatment of
schizophrenia, for acute manic and mixed episodes of bipofar | disordsr, and for maintenance treatment in
bipolar disorder. The use of ZYPREXA for extended periods should be periodically re-evaluated as to the long-
term usefulness of the drug for the individual patient. ZYPREXA IntraMuscular is indicated for treatment of
apitation associated with schizophrenia and bipolar | mania.

CONTRAINDICATIONS: Known hypersensitivity to olanzapine.

WARNINGS: Iner in Elderly Pati ith Dementia-Related Psychosis—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 ir of pati with d ia-related
psychosis (see BOX WARNING).
In placebo-controlled clinical trials of elderly patients with dementia-related psychosis, the incidence of death
in olanzapine-treated patients (3,5%) was significantly greater than placebo-treated patients (1.5%).

erebrovascuiar Adverse Events. Including Stroke, in Elderly Patients with Dementia—Cerebrovascular adverse
.events (g, stroke, transient ischemic attack), including fatalities, were reported in patients in trials of olanzapine
in elderly patients with dementia-related psychosis. In placebo-controlled trials, there was a significantly higher
incidence of cerebrovascular adverse events in patients treated with olanzapine compared to patients treated

with placebo. Olanzapine is not approved for the treatment of patients with dementia-related psychosis.
Hyperglycernia and Diabetes Mellitus—Hyperglycemia, in some cases associated with ketoacidosis, coma, or
death, has been reported in patients treated with atypical antipsychotics including olanzapine. Assessment of the
relationship between atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an
increased background risk of diabetes 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 manitored 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
during treatment. Any patient treated with atypicals shouid be monitored for symptoms of hyperglycemia.

Patients who develop symptoms of hyperglycemia during treatment with atypicals should undergo FBG testing.
Neuroiepti lignant Syn MS)—Potentially fatal NMS has been reported in association with
administration of antipsychotic drugs, including olanzapine. See complete prescribing information for
information on management of NMS. Patients requiring antipsychotic drug treatment after recovery from NMS
should be carefully monitored since recurrences have been reported.
ardive 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 to predict which patients are more likely to develop the syndrome. If signs and symptoms of TD
appear, consider drug discontinuation.

PRECAUTIONS: Hemodynamic Effects—Olanzapine may induce orthostatic hypotension associated with
dizziness; tachycardia; 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 olanzapine for injection in clinical trials. Three normal volunteers in phase 1 studies
with intramuscular olanzapine experienced hypotension, bradycardia, and sinus pauses of up to 6 seconds that
spontaneously resolved (In 2 cases the events occurred on inframuscular 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 shouid
remain recumbent if drowsy or dizzy after injection with intramuscular olanzapine for injection untit examination
has indicated they are not experiencing postural hypotension, bradycardia, and/or hypoventilation. Olanzapine
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 (denhydration, hypovolemia, and treatment with
antihypertensive medications) where the occurrence of syncope, or hypotension and/or bradycardia might put
them at increased medical risk, Caution is necessary in patients receiving treatment with ofher drugs having
effects that can induce hypotension, bradycardia, respiratory or GNS depression (see Drug Interactions).
Concomitant administration of intramuscular olanzapine and parenteral benzodiazepine has not been studied
and is not recommended. If such combination treatment is considered, careful 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,
regardless of causality, Use cautiously in patients with a history of seizures or with conditions that patentially
lower the seizure threshold.

Hyperprolactinermia—Like other drugs that antagonize dopamine D2 receptors, olanzapine elevates profactin
levels; 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
epidemiologic studies have shown an association between chronic administration of this class of drugs and
tumorigenesis in humans; the available svidence 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 to no
(0/115) placebo patients. None of these patients experienced jaundice. Among about 2400 patients with baseline
SGPT <90 IU/L, 2% (50/2381) had asymptomatic SGPT elevations to >200 IU/L. Most were transient changes
that tended to normalize while clanzapine treatment was continued. Among 2500 patients in oral olanzapine
trials, about 1% (23/2500) discontinued treatment due to transaminase increases. Rare postmarketing reports of
hepatitis have been received. Very rare cases of cholestatic or mixed liver injury have also been reported in the
postmarketing period. Exercise caution in patients who have signs and symptoms of hepatic impairment;
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
event 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
experiencing conditions that may contribute to an elevation in core body temperature.

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

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
for the smallest quantity of tablets consistent with good patient management.

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

In 5 placebo-controlled studies in elderly patients with dementia-related psychosis (n=1184), these
treatment-emergent adverse events were reported with olanzapine at an incidence of 2% and significantly
greater than with placebo: falls, somnolence, peripheral edema, abnormal gait, urinary incontinence, lethargy,
increased weight, asthenia, pyrexia, pneumonia, dry mouth, visual hallucinations. Discontinuation due
to adverse events was significantly greater with olanzapine than placebo (13% vs 7%). Elderly patients with
dementia-related psychosis treated with olanzapine are at an increased risk of death compared to placebo.

ZYPREXA® Olanzapine Tablets
ZYPREXA® ZYDISe Olanzapine Orally Disintegrating Tablets
ZYPREXA IntraMuscular Olanzapine for Injection

PV 5195 AMP

Ofanzapine is not approved for treatment of patients with dementia-related psychosis. If the prescriber elects to
treat this patient 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).

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
(e.9., omeprazole, rifampin) may cause an increase in olanzapine clearance. Inhibitors of CYP1A2 could
potentially inhibit ofanzapine 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 Cma and AUG of oral olanzapine by about 60%. Single doses of
cimetiding (800 mg) or aluminum- and magnesium-containing antacids did not affect the oral bicavailability
of olanzapine. Carbamazepine {200 mg bid) 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 Cus
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, CYP2G19, CYP2D6, and CYP3A. Single doses of clanzapine 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 theaphylline or its metabolites. Go-administration of intramuscular lorazepam
and intramuscular olanzapine for injection added to the somnolence observed with either drug alone (see
Hemodynamic Effects).

Garcinogenesis, Mutagenesis. 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 ancther 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/m2 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?2 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 G—There are no adequate and well-controlled studies in pregnant women. Olanzaping
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 tolerahility 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 REAGTIONS: Ths 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 dupiicated 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: schizophirenia, 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 Qbserved Adverse Events—In 6-week, placebo-controfied, 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 hipolar 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 abserved at an

incidence of 25% 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; Gardiovascular—postural
hypotension, tachycardia, hypertension; Digestive—dry mouth, constipation, dyspepsia, vomiting, increased
appetite; Hemic and Lymphatic—ecchymosis; Mefabolic and Nutritional-—weight gain, peripheral edema;
Musculoskeletai—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; Urogenital—urinary incontinence, 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: Bady as a Whole—asthenia, back pain, accidental injury, chest pain;
Cardiovascular—hypertension; Digestive—dry mouth, increased appetite, thirst, constipation, increased
salivation; Metabolic and Nulritional—weight gain, peripheral edema, edema; Nervous System—somnalence,
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—dysmencrrhea, vagmitis.

Adverse Events with an Incidence 21% in Intramuscular Trials—The following treatment-emergent adverse
events were reported at an incidence of 21% 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: Bady as a Whole—asthenia; Cardiovascular—hypotension, postural
hypotension; Nervous System—somnolence, dizziness, tremor.
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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 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 a clinical
trial involving 3 fixed oral dosage ranges compared with placebo. The following treatment-emergent
events showed a statistically significant trend: asthenia, dry mouth, nausea, somnolence, tremor.

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
2240 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 (8661patients,
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; Infrequent: arthritis,
arthrosis, leg cramps, myasthenia; Rare: bone pain, bursitis, myopathy, osteoporosis, rheumatoid
arthritis. Nervous System—Frequent: 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;
Infrequent: abnormality of accommodation, 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; Infrequent: 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, 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 rarely 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 March 20, 2006
PV 5195 AMP

Eli Lilly and Company
y Indianapolis, IN 46285, USA
www.ZYPREXA.com

ZYPREXA® Olanzapine Tablets
ZYPREXA® ZYDISe Olanzapine Orally Disintegrating Tablets
ZYPREXA® IntraMuscular Olanzapine for Injection

PV 5195 AMP
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I. Michael Mahoney

SCHIZOPHRENIA

The Bearded Lady Disease
By J. Michael Mahoney

Mankind has long searched
for the cause and mean-
ing of madness.The 639
quotations contained in
this book, each followed
by an explanatory com-
ment, point inexorably

to the factor of uncon-
scious bisexual conflict/
gender confusion as
forming the basic etiolog-
ical role in all functional
mental illness, including
schizophrenia.

ISBN 1-4107-0346
Glossy Hardcover, $23.*
535 pages Psychology

ISBN 1-4107-0345-2
Paper; $14.°

ISBN 1-4107-0344-4

Electronic Book, $5.” To order directly from publisher

call 888 280-7715
www.Schizophrenia-
TheBeardedlLadyDisease.com

www.XCIRCUM.com

www.authorhouse.com
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Stanley Cobb Professor of Psychiatry YOUR PLACE IS AT

LI

Harvard Medical School and Beth Israel Deaconess
Medical Center Department of Psychiatry, to serve at the
Massachusetts Mental Health Center, Boston MA

Beth Israel Deaconess Medical Center (BIDMC) and Harvard Medical

A health place like no place in Maine.

Sch(l)lol are seeking an estab}llishedllpﬁychiatric ilg]fesfgigaéor vlvith dem(zingtratled | . . WWW.MMC.ORG
excellence in mentoring, who will be responsible for developing and imple- — —
ﬁeminﬁl an Ei\r/l[hartlz::]cH Elst}iféa[ric (rﬁlc\a/[rl_clc) p]{;[) r%rlnC a}gfe at l'c1 PS ChlatnSt,

assachusetts Ment € enter . , whose researc s S s
and academic g)rogran.ls have recently been integrated into the BIDMC COHSIlltathMlalSOn SeerCC
Department of Psychiarry, has an unparalleled 'repuration in American To help fulfill our threefold mission of clinical care, education and
Psychiatry. Through its unique and complex coordination of public, private, research, we seek a psychiatrist with excellent clinical skills and
and academic resources, it has provided state of the art care to patients with experience for our Consultation/Liaison position.

major mental illness and severe psychosocial disadvantage and has trained
generations of psychiatric leaders, in a setting of world class research, educa-
tional, and training programs. Its new affiliation with the BIDMC strength-
ens and advances its decades-long cooperative relationship with Harvard
Medical School and the Commonwealth of Massachusetts and enhances this
relationship with the clinical and academic resources of the BIDMC, which
ranks third among the nation’s hospitals in federal research funding. The new
MMHC will be housed in a state of the art building with access to significant
laboratory and other space.

The Department of Psychiatry at Maine Medical Center is seeking
to hire a BC/BE adult psychiatrist for our Psychiatric Consultation/
Liaison Service. MMC is the area’s major tertiary and academic
medical center with adult and child psychiatric residency training
programs, comprehensive inpatient treatment programs in medical,
general and geriatric psychiatry, and has the only psychiatry emer-
gency department in Northern New England, as well as outpatient,
intensive outpatient, and partial hospital programs.

The successful candidate will teach psychiatry residents and medical
students while providing psychiatric consultation to medical and sur-
gical patients at Maine Medical Center. The Psychiatric Consultation/
Liaison Service is a high performing interdisciplinary team, well
regarded by the hospital for its high quality services. We offer a
dynamic atmosphere that values clinical excellence and state of the
art practice modalities. Maine Medical Center provides an excellent
salary and benefits package that includes generous educational and
licensure allowances. This position is eligible for an academic
appointment at the University of Vermont College of Medicine.

The successful candidate for this position must have a record of successful
independent funding, as well as demonstrated excellence and achievement in
the area of mentoring students and faculty. The candidate would preferabl

have significant public sector experience and dedication. A major responsibil-
ity of this position will be the fostering and growth of research at all levels of
the Department, including Harvard ﬁ/ledica Students, psychiatry and psy-
chology trainees, and junior and more experienced faculty. Additional jun-
ior faculty are expected to be recruited as part of enhanced research growth.
The Cobb Professor will have no formal departmental administrative respon-
sibilities separate from the development of a thriving research program

focused on major mental illness. Women and minorities are activel MMC is situated on the rugged Maine coast in the state’s urban cen-
encouraﬁ/e[d to apply. Candidates should send a letter of interest and & ter. With its rich cultural atmosphere, low crime rate, easy access to
to: Dr. Mary Anne Badaracco, Chair, Department of Psychiatry, Beth four season recreational activities, and excellent schools, Portland
Israel Deaconess Medical Center, 185 Pilgrim Road, Boston MA 02115, was recently named to the nation’s Top Ten Cities list.
mbadarac@bidme.harvard.edu Interested candidates should submit cover letter and CV to:

Maine Medical Center, Employment Office,

22 Bramhall St., Portland, ME 04102; Fax: (207) A

&

T Beth Israel Deaconess

HARVARD MEDICAL SCHOOL

662-4999; or apply online at http://jobs.mmc.org / M
U

Medical Center EOE. Participating member of the Diversity Hiring Coalition {
of Maine.
—_— —— Ty
The MaineHealth Family

FL O R I DA Psychiatrist

Miramichi Regional Health Authority has an immediate opening
for a Full Time Bilingual (French and English) Psychiatrist for our

PSYCHIATRIST NEEDED to work inpatient and community service. Successful candidates would join
. . . . our team of 3 Psychiatrists for the 12-bed inpatient unit and provide
side bY side with other correctional service to a community of 50,000 people, which includes 25% of

. . th h French speaking.
health care professionals in North 0% Who ale TIENch speaking
The Miramichi offers an excellent recreational and family living
experience. To find more details about the Miramichi area, please
visit the Miramichi City website at www.miramichi.org

and Central Florida prisons. Great

schedules and excellent State of

Florida benefits. The Miramichi Regional Health Authority offers competitive pay
scale and relocation allotment. Earning potential would be in excess
of $200,000 for a Canadian or US Certified Psychiatrist.

For further information contact: . L
If interested in joining our team, please forward a resume to:

Dr. Sanjay Siddhartha, Chief of Psychiatry

Miramichi Regional Health Authority

500 Water Street Miramichi, NB E1V 3G5

Telephone 506 - 623-3195

E-mail sanjay@rha7.ca

or

Luc Dube, Acting Regional Director of Mental Health Service
Telephone: 506-623-3198

E-mail: luc.dube2@gnb.ca

Sharon McKinnie, R.N. @
850-922-6645 or

mckinnie.sharon@mail.dc.state.fl.us

7| Miramichi Regional Health Authority

Régie régionale de la santé de Miramichi

Miramichi Regional Health Authority promotes a scent-reduced and smoke free environment.
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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.

Marshfield Clinic is a multi-specialty group
practice with over 725 physicians located
at 39 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 1y lear more about these opportunities
medicine — and the very competitive compensation
d package, please contact: Beth Albee,
an Physician Recruitment, Marshfield Clinic,
traditional 1000 N. Oak Ave., Marshfield, W1 54449,
Phone: 800-782-8581, extension 19775;
values o e,

= E-mail: albee.beth@marshfieldclinic.org
Website: www.marshfieldclinic.org/recruit

A MARSHFIELD CLINIC.
Where the future of medicine fves

Explore what Mayo Clinic
can do for your career.

To build a truly extraordinary career, you must surround
yourself with the finest minds, the most advanced
technologies and the support of a team determined to shape
the future of health care.

Adult Psychiatrist

We are seeking a board certified/eligible psychiatrist to join a
multispecialty group practice. In addition to excellent clinical
skills, the ideal candidate will have neuropsychiatry training
or experience in consultation/liaison psychiatry and the
ability to work well with other physicians

Mayo Clinic, Jacksonville, Florida is located just a few miles
from the beautiful Atlantic Coast beaches. Here, you'll enjoy
an exceptional lifestyle encompassing our spectacular Florida
scenery, incomparable recreational opportunities, and cultural
and sporting events.

For more information, please contact:

Paul A. Fredrickson, M.D.
4500 San Pablo Road, Jacksonville, FL 32224

Phone: 904-953-7287
Email: fredrickson.paul@mayo.edu
Website: www.mayoclinic.org

As an Equal Opportunity Employer, we value diversity.

www.mayoclinic.org

.............................................

@ MAYO CLINIC

Marshfield Clinic is an Affirmative Action/Equal Opportunity employer that values diversity.
Minorites, females, individuals with disabilities and veterans are encouraged to apply. Sorry,
not a health professional shortage area.

PSYCHIATRIST
BILOXI, MISSISSIPPI
PENSACOLA, FLORIDA
FAYETTEVILLE, ARKANSAS
FORT SMITH, ARKANSAS CBOC

MT. VERNON, MISSOURI CBOC
OKLAHOMA CITY, OKLAHOMA
LAWTON, OKLAHOMA CBOC
PONCA CITY, OKLAHOMA CBOC

BILOXI/PENSACOLA Outpatient 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 Wiliams, HRMS (05), 400 Veterans Avenue, Biloxi, MS 39531 or email Jean.Wiliams4@med.va.gov.
Phone: 228-523-5633

FAYETTEVILLE/FORT SMITH/MT VERNON Fort Smith and Mt Vernon are VA Community-Based Outpatient
Clinics (CBOCs). Psychiatrists with BC, state license (any state), U.S. citizen or permanent resident. Expertise in
substance abuse, PTSD and variety of mental health conditions preferred. Contact John Henley, at (479) 444-
5050 or email Johnny.henley@med.va.gov.

OKLAHOMA CITY General and specialty psychiatry for VA Medical Center and University of Oklahoma Health
Sciences Center. BE/BC Assistant or Associate Professor levels. Includes teaching and supervision of med
students, residents, and trainees. Salary is credentials and experienced based and generally $90,000 to
$175,000 plus fringe and malpractice coverage. Send CV to Ann Davidson, Human Resources Specialist, VA
Medical Center, 921 NE 13 Street, Oklahoma City, OK 73104. Additional information can be obtained from Emily
Rosenberg, M.D., Ph.D., at (405) 270-5168.
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The Michael E. DeBakey VA Medical Center's
Charles Wilson VA Outpatient Clinic, located in
Lufkin, Texas, is currently recruiting for a Staff
Psychiatrist to work in their outpatient community-
based VA clinic, to join a multidisciplinary mental
health team treating veterans with a full range of
diagnoses including mood disorders, PTSD, anxiety

TI'CTPL’EL‘NE% iiraliﬁr disorders, psychotic disorders, and substance abuse.
mebicaL centes  Duties include psychiatric evaluations, psychiatric
medication management, supervision of a nurse

practitioner, and coordination of the veteran's overall mental health care
(including referrals for psychotherapy and monitoring therapy progress).

&

Candidate must have a current, full, and unrestricted license to practice
medicine in a State, Territory or commonwealth of the United States
or in the District of Columbia. Board eligibility or certification
and experience in working with veterans preferred. The VA offers
competitive salaries and an excellent benefit package including
malpractice coverage, health insurance, life insurance, and full
retirement benefits. Relocation expenses have been authorized
for this position. A recruitment incentive may be authorized.

The Mental Health Clinic of the Charles Wilson VA Clinic provides
state-of-the-art mental health care to veterans from a large, rural
catchment area. The multidisciplinary staff includes a psychiatrist,
psychologist, nurse practitioners, psychiatric social workers, and
an addiction therapist. It is located in the town of Lufkin, TX, in
the beautiful setting of the Piney Woods, with close access to major
metropolitan areas including Houston and Dallas. Lufkin is a rapidly
growing community with excellent school systems and extensive
medical facilities, serving as a tertiary medical care center for much
of East Texas. Lufkin also provides ample access to a wide range
of outdoor sporting activities such as hunting and fishing.

Contact person:
Teresa Timmons, M.D.
Director of Mental Health Clinic
Charles Wilson VA Outpatient Clinic
Phone: 936-633-2725
Fax: 936-637-2478

e-mail: teresa.timmons3@med.va.gov

The doctor is in.

Whether you are a practicing physician f

or talented applicant, the American
Psychiatric Association (APA) Job Bank ?
is your psychiatric job placement resource. s

IN B US

Candidates: ! f -
Post your résumé online for free.

Search psychiatric jobs by specialty or location. éL

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.

JEB

The best source for pycbiatric job placement

Visit www.psych.org/jobbank today.

Advertise your psychiatric opportunity in APA’s Psychiatric News or Psychiatric
Services classifieds and with the APA Job Bank onlinesto receive @ 10 percent

discount on both. For more information, call (888) 35-PSYCH ext: 7330 or direct
at (703) 907-7330, or email classads@psych.org.

Ozark Center

FREEMAN HEALTH SYSTEM
Behavioral Health Division

Psychiatrists Needed in All Specialties

o Join the Behavioral Health Division for FHS which
is the largest & fastest growing health system in
the area.

o Eight psychiatrists working together as a group in a
shared call situation.

o At FHS enjoy the security and growth potential of a
fully integrated delivery system with the completion
of a large expansion of facilities opening in 2007.

o Join freedom and autonomy of working within a
physician-driven system with 170+ employee phys-
icians covering all specialties providing an excellent
local and regional referral base for your services.

EXCELLENT SALARY AND BENEFITS
JOPLIN, MISSOURI Service Area of
450,000+Lakes, fishing, hunting; excellent
public & private schools; mild climate - four
seasons; one of the lowest costs of living in the
nation. Call Nancy at 800-353-6812, Fax CV to
417-347-9320.

We want to hear from you!.’
njpaul@freemanhealth.com / www.freemanhealth.com

(

dl
r

MINISTRY HEALTH CARE

One Life. Four Seasons.
Countless Opportunities.

In Central and Northern Wisconsin, you will estab-
lish a lucrative medical practice while enjoying four-
season living in a community that values health
care, education and personal lifestyle. Ministry
Medical Group is currently seeking BC/BE
Psychiatrists to join our established practices. Adult
and child/adolescent opportunities are available.
Our opportunities offer a competitive salary, CME
allowance, health, dental, life, disability insurance
as well as dues, licenses and malpractice. Excellent
retirement packages.

For more information, contact Claudine Taub,
Physician Recruiter at 800-420-2622 ext. 3376

or taubc@smhosp.org
(APA Booth Exhibitor #1780, May 20-24, 2006)
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BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mnnallty in Elderly Patients wnh Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with
atypical drugsare atani risk of death 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 1.610 1.7 times that seen
in placeho-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 (€.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychnsis

INDICATIONS—GEODON Capsules is indi iaand acute manic or mixed episodes associated with
hipolar disorder with or without psychotic Iealures GEODON® (zrprasmnne 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 ). Pharmacokinetic/pharmacodynamic studies 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 laand Ill anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloquine, pentamidine, arsenic trioxide, levomethadyl acetate, dolasetron
mesylate, probucol, or tacrolimus. GEODON is also contraindicated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described inthe full prescribing as ion or a boxed or bolded warning
(see WARNINGS). GEODON is i inindividuals with a known hy ity to the product. WARNINGS —Increased
Mortality in Elderly Pati ia-Related Psychosis: Elderly palremswrth dementia-related psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placeho. 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
he 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 been consistently observed to prolong the QT 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 GEODON ranged from approximately
9to 14 msec greater than for four of the comp drugs (risp 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 placebo-controlled trials, GEODON increased the
QT interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevant threshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT; 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 it in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Although torsade de pointes has not been observed in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an increased risk. A study evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, 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 1I] mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
h QT from baseline was calculated for each drug using asample-based correction
that removes the effect of heart mte onthe QT interval. The mean increase in AT, from baseline for GEODON was 4.6 msec following
thefirst d12.8 dinjection. The mean increase in QT, from haseline for haloperidol 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 placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially Inrlhe drugs used as active controls and placebo.
Nevertheless, GEODON’s larger prolongation of QT; length to several other antipsy drugs raises the possibility that
lhe risk of sudden dealh may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
0 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 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 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 considered for GEODON treatment who are at risk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and arrhylhmra Hypnkalemra may resultfrom diuretic lherapy, diarrhea, and other causes. Patients with low serum
with Itis essential to periodically
monitorserum electrolytes in palremslorwhom diuretictherapy is introduced durmg GEODON treatment. Persistently prolonged QT
intervals may also increase the risk of further prolongation and arrhythmia, butitis not clearlhal routine screening ECG measuresare

information and instructions inthe Patient i i by with patients. L y Tests: Patients being considered
for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium
measurements. Low serum potassium and magnesium should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need periodic monitoring of serum iumand 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 it is 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 AU of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cyay 0f 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 fithium450 mg bid for 7 days did not affect the steady-
state level 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 levonorgestrel (0.15 mg). Consistent within vitro results, astudy in normal 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 dextromethorpl orphan ratio. Careil is, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-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 ina 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 at the 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
in one 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-Dawley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5to
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 no effect on 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
only f the potential benefit justifies the potential risk to the fetus. Labor and Delivery: The effect of GEODON on labor and delivery in humans
is unknown. Mursing Mothers: It is 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 65 years of age or over. In general, there was no indication of any differenttolerability 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 (@ pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (@ pool of two 3-week flexible-dose trials)
in which 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 toan 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 dropoutin the GEODON-treated
patients 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 dystoniaand rash (1%) and no placebo 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 schizophreniatrials were somnolence (14%) and respiratory tract infection (8%). The most commonly observed adverse
events associated with the use of GEODON in bipolar mania trials were somnolence (31%), extrapyramidal symptoms (31%), dizziness
(16%), akathisia (10%), abnormal vision (6%), asthenia (6%), and vomiting (5%). The following list enumerates the treatment-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 —extrapyramidal symptoms, somnolence, akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skinand Appendages—rash, fungal dermatits. Special
Senses— abnormal vision. Bipolar Mania: Body asaWhoIe—headache asthenra accrdental injury. Cardiovascular— hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, i Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesra speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages— fungal dermatitis. Special Senses—abnorma\ 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, mcreased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.
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effective in detecting such patients. Rather, GEODON should be avoided i
eg, T prolongation, recent acute myocardial infarction, uncompensated hearl!arlure or cardiac arrhythmra GEODON should he
discontinued in patients who are found to have persistent QT, >500 m: (NMS):A
potentially f complex imes referred to as Neuroleptic Malignant Syndrome (NMS) has been reportedin assocrahon with
administration ofamrpsyohohcdrugs The management of NS should include: (1) ontinuation of drugsand
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 patients are likely to develop TD. If signs and symptoms of TD appearin a patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: 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 itis 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 mightalso be explained by longer exposure in higher-dose patients. Several patients with rash had signs and symptoms of associated
systemicillness, 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 app of rashforwhichan ive etiology

S): The ncidence of reported EPS for GEODON patients in the short-term, placebo-controlled schizophrenia
trials was 14% vs 8% for placebo 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 event in 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 a low 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,and a 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 jatrials, GEODON was iated with a mean increase in heart rate of 1.4 beats per minute comparedtoa0.2
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 1/100to 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; Infrequent: 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,

hagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamy! transpeptidase increased, hematemesis,

cannot beidentified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce orthostatic hypotension associated
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its ots-
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 drsease hearlfarlure or conduction
abnormalities), cerebrovascular disease or conditions that would predi patients to hy lemia, and
treatment with antihypertensive medications). Seizures: In clmrcal trials, seizures occurred in 0.4% of GEODON pahems 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 conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementi

cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— quent; anemia, is, leukocytosis, ia, eosinophilia,
lymphadenopathy; Rare: ytopenia, hypc lymphocytosis, monacytosis, basophilia, lymphedema, polycythemia,
thrombocythemia. Metabolic and Nutritional Drsorders—ln!requenr thirst, transaminase increased, peripheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, lactic dehydrogenasemcreased
albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperlrpemra hu-u ia, hyperkalemia, hypc X
hypoglycemra hyponatremla hypoproteinemia, glucose tolerance emia, hyperurrcemra, y i

Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or older. Dysphagia: Esophageal dysmohlrty
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia s acommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer’s dementia, 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 epidemic dies conducted to date have shownan between chronicadministration of this class
of drugs and tumorigenesis in humans; ilable evidenceis too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Sc vasa ly reported ad 1tin 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
hazardous machinery untilthey are reasonably certain that GEODON therapy does not affect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Requlation: Afthough 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 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 liness: Clinical experience with GEODON in patients with certain concomitant systemicillnesses is limited.

gly reaction, h ia, ketosis, respiratory alkalosis. Muscu\oskeletal Systern Frequenr myalgia;
Infrequent tenosynovitis; Rare myopathy. N ervous System Frequenr agrtahon 1 idal syndrome, tremor, dystonia, h
dyskinesia, hostility, twitching, p } vertigo, h ia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosrs
diplopia, i ion, neuropathy; Infrequent: paralysis; Rare:myoclonus, torticollis, i

reflexes increased, trismus. Respiratory System— Frequent dyspnea; pneumonia, epistaxis; Rare: Ia. ngismu
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; Infrequent: 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: Inthi dies, the most commonly observed
with the use of intramuscular GEODON (25%) and observed at a rate 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 at an
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.
Bodyas aWhole—headache, injection site pain, asthenia, abdominal pain, flu syndrome, back pain. Cardrovascular—postura\ hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexra constrpatron
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, akathisia, agitation, extrapyramidal

cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin ahdAppendage —

GEODON has notb luated or used toany app itin patients with a recent history of myocardial infarction or heart

fur is, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:

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 QT Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Infarmation for Patients: To ensure safe and effective use of GEODON, the

GEODON is nota controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documentedin 10 patients. All patients survived without sequelae. In the 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. Data on file. Pfizer Inc., New York, NY. 2. Simpson GM, Glick ID, Weiden PJ, Romano SJ, Siu CO. Randomized, controlled, double-blind multicenter comparison of the efficacy and tolerability of ziprasidone and
olanzapine in acutely ill inpatients with schizophrenia or schizoaffective disorder. Am J Psychiatry. 2004;161:1837-1847. 3. Addington DEN, Pantelis C, Dineen M, Benattia |, Romano SJ. Efficacy 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. 2004;65:1624-1633. 4. Simpson GM, Weiden P, Pigott T,
Murray S, Siu CO, Romano SJ. Six-month, blinded, multicenter continuation study of ziprasidone versus olanzapine in schizophrenia. Am J Psychiatry. 2005;162:1535-1538. 5. Weiden PJ, Loebel A, Yang R, Lebovitz H.
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Treat schizophrenia with the body in mind

COMPARABLE EFFICACY WITHOUT COMPROMISING
METABOLIC PARAMETERS

Consistent results in head-to-head studies'* Significant results in switch studies*®

BPRS Core Items Body Weight (ih) Total Cholesterol (mg/dL)

Switched Switched
fro

from . m ) . from
4 2 4 z olanzapine risperidone olanzapine risperidone
% %

ceoboN [ GEODON ceoboN N GEODON

Olanzapine Risperidone -22** -’5** -’8** -’3*

(n=84) (n=94)

Mean % improvement from baseline at end point

A 6-week, double-blind, randomized study of GEODON vs olanzapine and Two 1-year open-label extensions of 6-week, open-label switch studies in

an 8-week, double-blind, randomized study of GEODON vs risperidone. patients suboptimally controlled due to partial response or poor tolerability.

M BPRS core items include hallucinatory m Patients switching to GEODON from
behavior, unusual thought content, olanzapine and risperidone also experienced
conceptual disorganization, and reductions in triglycerides®
suspiciousness In the acute head-to-head studies...

® Comparable efficacy was maintained ® In the GEODON vs olanzapine study, olanzapine
in double-blind extension studies significantly increased body weight
—up to 1 year vs risperidone’ (8 Ib vs 2 Ib for GEODON, P<0.0001)"

— i 4 . .
up to 6 months vs olanzapine B |n the GEODON vs risperidone study,

risperidone increased body weight
(2 Ib vs O Ib for GEODON, P<0.01)*?

GEODON

ziprasidone HCl| Oral Capsules

GEODON is indicated for the treatment of schizophrenia and of acute manic or mixed episodes associated with
bipolar disorder.

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 heen 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 antipsychotic should
be monitored for symptoms of hyperglycemia.

In short-term schizophrenia trials, 10% of GEODON-treated patients experienced a weight gain of 27% 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%).
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Please see brief summary of prescribing information on adjacent page. NEUROSCIENCE



