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Above is a detainee interrogation room in Camp V at Guantanamo Bay Naval Base, Cuba. The
photograph, taken in June 2005, was reviewed by the U.S. military.

AMA Interrogation Policy
Similar to APA’s Position

The counsel of APA leaders in the days before the policy was approved was
instrumental in moving the AMA’s position to be more in line with APA’s.

directly participate in the interroga-

tion of individual detainees, accord-
ing to an AMA report that closely mirrors
an APA position statement on the issue
approved in May.

Areportby the AMA’s Council on Eth-
ical and Judicial Affairs (CEJA), which was
laboriously crafted and recrafted until
just days before its approval by the AMA
House of Delegates last month, states that
physicians must not participate in inter-
rogations; to do so “undermines the phy-
sician’s role as healer and thereby erodes
trust in the individual physician-interro-
gator and in the medical profession.”

The vote took place at the annual meet-
ing of the AMA House of Delegates in
Chicago.

The wording of the CEJA report var-
ies somewhat from APA’s statement, which
says that “no psychiatrist should partici-
pate directly in the interrogation of per-
sons held in custody by military or civilian
investigative or law enforcement authori-
ties, whether in the United States or else-
where” (Psychiatric News, June 16).

The APA statement goes on to delineate
specific activities that constitute “direct
participation” and are thus precluded. But
in the AMA report, for instance, one of the
five concluding recommendations reads:
“Physicians may participate in developing
effective interrogation strategies for gen-
eral training purposes. These strategies
must not threaten or cause physical injury

Physicians cannot ethically conduct or

BY MARK MORAN

or mental suffering and must be humane
and respect the rights of individuals” (see
box on page 4).

“Because it is justifiable for physicians
to serve in roles that serve the public inter-
est, the AMA policy permits physicians to
develop general interrogation strategies
that are not coercive, but are humane and
respect the rights of individuals,” said psy-
chiatrist Priscilla Ray, M.D., who is chair
of CEJA, at a press conference after the
AMA meeting.

She said an example of such strategies
mightinclude “rapport building” between
interrogator and detainee. When asked if
the language could be interpreted to mean
that physicians could participate in devel-
oping rapport building or other strate-
gies for specific individual detainees—as
is prohibited by the APA statement—Ray
said it should not be. And she reiterated
that the CEJA report was closely in line
with APA’s position statement.

The report went through numerous
iterations and was ultimately endorsed by
APA, the American Academy of Psychia-
try and the Law, and the American Acad-
emy of Child and Adolescent Psychiatry
(AACAP). It was also supported by mili-
tary physicians who spoke at the meeting.

“Ireally think this is a very strong state-
ment that closely corresponds to and rein-
forces the APA position that physicians,
including psychiatrists, should not be par-
ticipating in any way in the interrogation

please see Interrogation on page 4
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Clinicians Urged
To Better Monitor
Drug-Related
Side Effects

Psychiatrists have more work to do
tomanage complex medical comor-
bidities commonly seen in patients
with serious mental illness.

BY JIM ROSACK

lar disorder lose as much as 20 years

off their average life expectancy
compared with similar individuals in the
general population without serious men-
tal illness. According to a report from the
Centers for Disease Control and Preven-
tion released in April, the leading cause of
death contributing to that shortened life-
span is not the patients’ mental illness, but
rather something largely preventable: car-
diovascular disease.

These statistics and others were cited
by an expert panel as indirect evidence that
the field of psychiatry is earning a failing
grade when it comes to managing medical
comorbidity in patients with schizophre-
nia and bipolar disorder—especially those
patients who are taking second-generation
antipsychotics (SGAs). This class of drugs
is generally considered to be linked closely
with increased risk of metabolic syndrome,
aleading risk factor for cardiovascular dis-
ease.

The panel of experts, chaired by John
Newcomer, M.D., a professor of psychia-
try, psychology, and medicine at Washing-
ton University School of Medicine in St.
Louis, held a press briefing at APA’s 2006
annual meeting in May to issue the “Call
to Action: Raising the Standard of Care in
the Treatment of Schizophrenia and Bipo-
lar Disorder.”

“The good news about this is that we
know a lot about the prevention of car-
diovascular disease,” said Newcomer, who
also chairs APA’s Subcommittee on Anti-
psychotics and Metabolic Risk. “The bad
news is that the risk factors—the well-
established risk factors for cardiovascular
disease in this population—are generally
occurring at very high levels. These risk
factors are not being monitored and are
not being attended to in this population.”

Newcomer’s point was supported by a
series of nearly 50 new research presenta-
tions on the issue of metabolic syndrome
and serious mental illness during the
annual meeting. Among those presenta-
tions was an analysis of baseline data from
the National Institute of Mental Health’s
CATIE trial (Clinical Antipsychotic Tri-

please see Side Effects on page 34

Patients with schizophrenia and bipo-
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PROFESSIONAL NEWS
No Role for Psychiatrists

In Detainee Interrogations

The Pentagon decides that it will rely

on psychologists to advise interrogators
on the best way to elicit information from
detainees.

When Disaster Strikes,
Localities Need to Take Lead

Even if additional funds are not avail-
able, local jurisdictions must assume more
responsibility in preparing for the mental
health consequences of disasters.

Maine Discovers a Gap

That’s Hard to Bridge

A New England city debates whether
to replace a suicide barrier on one of its
bridges—a barrier that has clearly
accomplished its goal.

GOVERNMENT NEWS

10 State Enacts Law on
MCO Panel Participation

Insurers in Vermont must reimburse
“any willing provider” for mental health

care costs, regardless of whether the clini-
cian is in their network.

ASSOCIATION NEWS

1 5 Actress Describes
Perils of Family Secrets
Actress and author Mariel Heming-
way urges open discussion of suicide,

admitting that the suicides of her famous

grandfather and sister were never talked
about in the family.
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Advances in the nonpharmacologic treat-
ment of resistant depression may offer more
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Separating Fact From Myth

While few people with mental illness are
violent, data link antisocial personality
traits, substance use, and learning disabili-

ties to homicide and other violence.
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No matter how culturally sensitive psy-
chiatrists are, there is more to learn about
how beliefs and expectations affect the

treatment of patients from cultures differ-
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American adults experience separation
anxiety much more often than either the

public or psychiatrists realize—in fact,
more often than children do.

Meeting to Spotlight 3 1
Sequelae of Violence
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Services will explore in multiple sessions
how trauma and violence affect patients,
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Treatment Choices Complicated
By Repeated Failures

Proving that the third time isn’t always the charm, STAR*D’s level 3 results
show that successive antidepressant monotherapy may not be ideal.

o some, the results from

the third phase of the

National  Institute  of

Mental Health’s (NIMH)

STAR*D (Sequenced
Treatment Alternatives to Relieve Depres-
sion) trial may prove to be disappointing
when considered in isolation.

On the whole, however, clinicians as
well as patients may view results of all three
phases of the large effectiveness trial as not
only instructive, but also encouraging.

Results from STAR*D’s level 3 were
reported in the July American Journal of
Psychiatry by Maurizio Fava, M.D., a pro-
fessor of psychiatry at Harvard Medical
School and associate chief of psychiatry for
clinical research at Massachusetts General
Hospital, along with the other members of
the STAR*D study team.

The trial was designed to answer real-
world questions faced by clinicians and
their patients regarding subsequent treat-
ment choices following an antidepressant
medication’s failure to promote remis-
sion.

“What we now see is that if you have
failed two consecutive antidepressant
treatment trials,” Fava told Psychiatric News,
“switching to another antidepressant may
not be as efficacious as initially thought.”
That conclusion, he added, “goes against the
traditional thought that successive mono-
therapy trials of one antidepressant after
another would be the best approach to take
with resistant depression.”

When a patient does not respond to a
particular agent, Fava continued, “clini-
cians typically just try a drug from a dif-
ferent class. If that doesn’t work, they just
keep switching and switching until they find
something that works.”

Now, however, based on the level 3 results
from STAR*D, that switching strategy “may
not be the best approach after all.”

Multilevel Approach Used

In level 1 of the protocol, more than
3,000 patients began treatment with cital-
opram (Celexa) at doses up to 60 mg a day.
Of those patients, 27.5 percent met criteria
for remission by the end of 14 weeks (with
remission defined as a score of less than
or equal to 7 on the Hamilton Depres-
sion Rating Scale) (Psychiatric News, Janu-
ary 20).

Level 2 of STAR*D included patients
from level 1 who did not achieve remis-
sion on citalopram or who could not tol-
erate the drug’s side effects. Level 2 par-
ticipants were presented with two paths
in which they could continue in the study:
through either a switch protocol or an aug-
mentation protocol.

Patients were asked to accept or decline
the following possibilities: to switch from

BY JIM ROSACK

citalopram to sustained-release bupropion,
sertraline, or extended-release venlafaxine
or to continue taking citalopram and aug-
ment it with either bupropion, buspirone,
or cognitive-behavioral therapy.

Then, based on their choice, each par-
ticipant was randomly assigned to one of
their “acceptable” protocols—a process
termed “equipoise randomization.”

In level 2, remission rates ranged from
18 percent to 25 percent for those who
switched to a different medication, and
were around 30 percent for those who
continued citalopram and augmented with
either bupropion or buspirone (Psychiatric
News, April 21).

Level 3 included patients who did not
remit during level 2 treatment or were
unable to tolerate the regimen to which
they were assigned. Again, patients were
allowed to accept or decline randomiza-
tion into a switch strategy or an augmen-
tation strategy. On the basis of those pref-
erences, participants were again randomly
assigned using equipoise randomization.

In level 3, 113 patients were randomly
assigned to switch from their level 2 medi-
cation to mirtazapine (Remeron) at doses
up to 60 mg a day for up to 14 weeks of
treatment. In addition, 121 patients from
level 2 were randomly assigned to switch
to nortriptyline (Pamelor) at doses up to
200 mg a day.

(The results reported here are from this
level 3 switch protocol. A future report will
describe level 3 results with the augmenta-
tion protocol.)

Remission Rates Disappointing

Of patients who switched from their
level 2 antidepressant to mirtazapine, 14 of
113 (12.3 percent) achieved remission by the
end of 14 weeks. Of those who switched to
nortriptyline, 24 out of 121 (19.8 percent)
met criteria for remission. Although there
was a numerical difference in rates of remis-
sion between the two groups, the difference
was not statistically significant.

The researchers also found no statisti-
cally significant difference in the response
rates to mirtazapine and nortriptyline.
Neither time to remission nor time to
response differed between the two medi-
cation groups. For those who did achieve
remission on mirtazapine, the mean time
to remission was 5.7 weeks compared with
6.3 weeks for those on nortriptyline.

Overall, no significant differences
were found in tolerability/adverse events
between the two antidepressants.

Completion rates for level 3 also did not
significantly differ between the mirtazap-
ine (33.3 percent) and nortriptyline (30.6
percent) groups. Of note, four trial par-
ticipants were hospitalized for suicidal ide-

please see Treatment Choices on page 36
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from the president
Reflections on Hurricanes

Katrina and Rita

Imost a year has
passed since hur-
ricanes  Katrina

and Rita crippled New
Orleans and nearby areas
along the Gulf Coast, but
the impact of these natu-
ral disasters is still fresh
on our minds.

Several other natu-
ral and manmade disas-
ters have affected this
country in the past—for
instance, the hurricane
that devastated Galves-
ton County in 1900 and
the terrorist attacks in New York City
and Washington, D.C., on September 11,
2001—but the sociopolitical and historic
impact of a disaster on the scale of these
hurricanes has never been observed before
in the United States.

Recently, I had the opportunity to visit
New Orleans toattend APA’s Area 5 Coun-
cil meeting. While there, I toured parts
of the city affected by Katrina, includ-
ing the area where Louisiana State Uni-
versity Medical Center and Tulane Uni-
versity Medical Center are located. I saw
a children’s clinic building totally deci-
mated and a psychotherapy clinic build-
ing near Canal Street almost destroyed; I
saw houses and other buildings that had
been ruined or leveled. Incredibly, peo-
ple were still living in this almost unin-
habitable part of New Orleans. Most of
them were African American and prob-
ably did not have many assets to fall back
on. Frustration, despair, and even anger
bubbled inside of me as I watched them.
How could the federal government have
turned its back on this struggling com-
munity?

What is the problem with being Afri-
can American in this country? How can
an African-American community in the
strongest nation on earth be treated so
inhumanely? I have never understood the
intense discrimination that African Amer-
icans are still enduring in the world’s most
advanced and prosperous country. I grew
up in rural Cuba among descendents of
slaves brought to Cuba from West Africa,
and I attended medical school in Paris
with many African peers. Over the years,
have worked and developed strong friend-
ships with many African-American col-
leagues, as well as with African Americans
in many other walks of life. While I have

BY PEDRO RUIZ, M.D.

brown skin, I have never
been treated this way,
and African Americans
deserve the same treat-
ment given me and my
Caucasian friends and
coworkers.

As I reflect on the dis-
graceful way in which
the U.S. government has
responded to the needs
of Katrina and Rita vic-
tims, I feel shame for the
policymakers who could
and should have done
so much more for these
poor and disadvantaged American citizens
but instead ignored them. I am positive that
New Orleans will come back, but the Afri-
can-American influence that gave the city its
unique character will never be the same.

While our federal government failed
miserably in its responsibilities to the
people of New Orleans, American psy-
chiatry did not. My respect and sincere
thanks go to the many psychiatrists who
volunteered their time and expertise to
address the psychosocial and psycho-
pharmacological needs of hurricane vic-
tims. This group included not only local
psychiatrists—many of whom were hur-
ricane victims themselves—but also psy-
chiatrists from throughout the United
States. APA’s district branches in the
regions impacted by the hurricanes also
rose to the occasion: Louisiana Psychi-
atric Medical Association, Mississippi
Psychiatric Association, Texas Society
of Psychiatric Physicians, Alabama Psy-
chiatric Society, and Florida Psychiat-
ric Society. At the national level, APA’s
Office of International Activities and the
Committee on Psychiatric Dimensions
of Disasters provided excellent leader-
ship and designed a series of very effec-
tive interventions to address victims’
mental health needs. Psychiatry resi-
dents and medical students from Loui-
siana State University and Tulane Uni-
versity also assisted.

What happened—or more accurately
didn’t happen—in the wake of hurricanes
Katrina and Rita is a reminder to Ameri-
cans, and the rest of the world as well, that
the U.S. government at times shows two
faces: one for the rich and wealthy and
another for the poor and disadvantaged,
most of whom belong to the ethnic minor-
ity groups who reside in this country. H
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Military Looks to Psychologists
For Advice on Interrogations

The Department of Defense decides that psychiatrists will have little or no role
to play in detainee interrogations, and it will instead turn to psychologists for
help in eliciting information from detainees.

entagon officials and APA

leaders appear to be on the

same page, or at least a nearby

one, when it comes to psy-

chiatrists’ participation in
detainee interrogations.

On June 6 Department of Defense offi-
cials announced that from here on they
would seek the help of psychologists, but
not psychiatrists, when they want advice
on how to elicit information from detain-
ees in Guantanamo Bay, Cuba, and other
places where prisoner interrogations take
place. The policy distinguishes between
physicians and “behavioral consultants,”
whom it describes as primarily psycholo-
gists, saying that psychologists tradition-
ally fulfill the type of role the Pentagon
envisions for its “behavioral consultants”
during interrogations.

BY KEN HAUSMAN

This follows by a just a few weeks a deci-
sion by the APA Board of Trustees and
Assembly to adopt a position statement
prohibiting the participation of psychia-
trists in detainee interrogations (Psychiatric
News, June 16). The statement read, “No
psychiatrist should participate directly in
the interrogation of persons held in cus-
tody by military or civilian investigative or
law-enforcement authorities. . . . [includ-
ing] being present in the interrogation
room, asking or suggesting questions, or
advising authorities on the use of specific
techniques of interrogation.”

The American Psychological Associa-
tion has taken a more permissive approach
to detainee interrogations that allows
participation beyond that sanctioned by
APA, based on the principle that pre-
venting harm to the public is an impor-

tant consideration along with the obliga-
tion to do no harm. The position of the
psychological association is that its mem-
bers can advise interrogators on questions
and techniques and develop interrogation
strategies as long as doing so does “not
threaten or cause physical injury or men-
tal suffering.” Psychologists are barred
from direct participation and from assist-
ing in interrogations that use coercion.

Assistant Secretary of Defense for
Health Affairs William Winkenwerder Jr.
indicated at a June 7 press conference that
the American Psychological Association’s
stance is closer to the military’s than is
APA’s, and this difference contributed to
the Pentagon’s decision to use psycholo-
gists as advisors during interrogations.

The Pentagon’s June announcement
clarifies what it sees as the roles for behav-
ioral health personnel in interrogations
and describes acceptable and unaccept-
able actions on the part of these personnel.
It points out that military psychiatrists are
not “ordinarily” to be used as consultants to
interrogators, “but may be so assigned” in
limited circumstances when psychologists
are unavailable to advise interrogators.

On June 12 the New York Times weighed
in on the issue of detainee treatment, with
an editorial condemning some of the con-

troversial practices that the military has
allowed during interrogations. The edito-
rial followed the suicide of three prisoners
at Guantanamo. The editorial stated that
the “only role for psychiatrists at [Guanta-
namo] seems to be to help prepare prison-
ers for interrogation” and suggested that
psychiatrists and other medical personnel
also take partin forced feedings and other
inhumane practices in detention facili-
ties.

Steven Sharfstein, M.D., immediate
past president of APA, sent a letter to the
newspaper taking issue with its conclu-
sion regarding psychiatrists. Moreover,
Sharfstein explained that after touring
the Guantanamo Bay detention facility at
the invitation of the Pentagon last Octo-
ber, it was clear that psychiatrists were
providing patient care.

“Since then,” he wrote, “ the American
Psychiatric Association has passed a clear,
strong statement barring psychiatrists
from participating in interrogations. It is
our position that the only role for psychi-
atrists is that of healer, including psychia-
trists who are in the military.”

At its June meeting, the AMA House
of Delegates debated the issue, arriving at
much the same conclusion as did APA (see
article on page 1). W

Interrogation

continued from page 1

of individual detainees,” said APA immedi-
ate past President Steven Sharfstein, M.D.
He visited Guantanamo Bay in October
2005 to urge U.S. military and defense
officials to exclude psychiatrists from par-
ticipating in any way in the interrogation
of detainees.

Paul Appelbaum, M.D., chair of APA’s
Council on Psychiatry and Law, agreed.
“Although there are small differences
between the APA position statement and
the AMA’s position, there is agreement
about the most important issues,” he told
Psychiatric News. “Physicians do not belong
in the interrogation room, and they ought
not to be involved in planning the interro-
gations of particular suspects.”

‘Unity of Medicine’ Stressed

Both John Meclntyre, M.D., chair of
the Section Council on Psychiatry, and
David Fassler, M.D., AACAP’s delegate
and author of the original resolution call-
ing for the CEJA report, emphasized the
unity of medicine around the issue of phy-
sician participation in interrogation.

“I'm glad to see that organized medi-
cine will now be able to speak with one
voice on this issue,” Fassler said.

Previous iterations of the AMA
report—especially the passage regarding
the development of interrogation strate-
gies—were much less proscriptive than the
final version, and it was largely the coun-
sel of APA leaders that was instrumental
in moving the AMA’s position to one that
was more in line with APA’s.

In a letter dated June 8, Appelbaum
wrote on behalf of APA to members of
CEJA to address concerns about the word-
ing of the passage as it stood at the time,
just one day prior to the opening of the
AMA meeting. It read: “Physicians may
participate in developing effective inter-
rogation strategies that are not coercive
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but are humane and respect the rights of
individuals.”

“This language appeared to allow phy-
sicians to consult on the planning of inter-
rogations of particular detainees,” Appel-
baum told Psychiatric News. “In contrast,
APA’s statement explicitly rules out advis-
ing authorities on the use of specific tech-
niques of interrogation with particular
detainees.”

The final wording in the CEJA report
was changed to emphasize that the devel-
opment of strategies be for “general train-
ing purposes.”

“Although not quite as explicitas APA’s
statement, the new language appears to
clarify that legitimate involvement is lim-
ited to general training, such as teach-
ing police how to deal with persons with
mental disorders, as opposed to helping to
plan a particular detainee’s interrogation,”
Appelbaum said.

“This conforms to APA’s statement
that psychiatrists may provide training
to military or civilian investigative or law
enforcement personnel on recognizing and
responding to persons with mental illnesses,
on the possible medical and psychological
effects of particular techniques and condi-
tions of interrogation, and on other areas
within their professional expertise,” he said.
“Thus, both statements now appear to con-
cur that physicians should not be involved in
the interrogation of particular detainees in
either a direct or advisory role.”

Subject Engages Ethics, National Security

The careful wording and substantial
revisions that the report underwent before
being accepted appears to reflect the diver-
sity and passionate nature of opinions on
a subject that engages issues not only of
professional and medical ethics, but also
of national security and the radical mea-
sures that some believe may be needed to
confront modern terrorism.

“This is a totally new area of medical
ethics,” said Sharfstein.

Even the final version of CEJA’s

report fell short for some—at least at first
glance—areflection of the varying ways in
which the council’s carefully chosen words
might be read.

During reference committee hearings
(where opinions about reports and resolu-
tions are aired before coming to the floor
of the House of Delegates) Brig. Gen.
(Ret.) Stephen N. Xenakis, M.C., deliv-
ered a strident speech calling for a more
unambiguous prohibition on physician
participation than the CEJA report pro-
vided. Xenakis is an advisor to the group
Physicians for Human Rights and direc-
tor of child and adolescent psychiatry at
the Psychiatric Institute of Washington in
Washington, D.C.

Later, Xenakis told Psychiatric News that
after consulting with CEJA members about
the intent of the wording, he came around
to endorse the report. “They said that in
their eyes they were crafting language that

was intended to have the same meaning as
the statement by APA,” he said.

Following the House of Delegates meet-
ing, Physicians for Human Rights issued a
statement in support of the AMA.

“The AMA acted today to defend the
basic principles of medical ethics and to
protect the men and women bravely serv-
ing our country as military health person-
nel,” Xenakis was quoted in the statement
as saying. “Since 2001, the civilian leader-
ship at the Pentagon has been engaged in
a full frontal assault on the basic standards
of medical and military ethics, from the
Hippocratic Oath to the Geneva Conven-
tions. All the major medical associations
are now standing together to demand that
this administration respect the core val-
ues of both the health professional and the
soldier.”

Mclntyre noted that as a “big tent,” the

continued on facing page

AMA Statement on Interrogation of Prisoners

These are the five concluding recommendations in the AMA Council on Ethical and Judicial
Affairs’ report on physician participation in interrogation:

e Physicians may perform physical and mental assessments of detainees to determine
the need for and to provide medical care. When so doing, physicians must disclose to
the detainee the extent to which others have access to information included in medi-
cal records and should not record or reveal any information against the wishes of the
detainee, unless clearly justified by tenets of medical ethics and public health. Treatment
must never be conditional on a patient’s participation in an interrogation.

e Physicians must neither conduct nor directly participate in an interrogation, because a role
as physician-interrogator undermines the physician’s role as healer and thereby erodes
trust in the individual physician-interrogator and in the medical profession.

e Physicians must not monitor interrogations with the intention of intervening in the process,
because this constitutes direct participation in interrogation.

e Physicians may participate in developing effective interrogation strategies for general
training purposes. These strategies must not threaten or cause physical injury or mental
suffering and must be humane and respect the rights of individuals.

e \When physicians have reason to believe that interrogations are coercive, they must report
their observations to the appropriate authorities. If authorities are aware of coercive interro-
gations but have not intervened, physicians are ethically obligated to report the offenses to
independent authorities that have the power to investigate or adjudicate such allegations.
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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 (SSRls and
others) in children and adolescents with major depressive disorder (MDD), obsessive compulsive disorder (OCD),
or other psychiatric disorders (a total of 24 trials involving over 4400 patients) have revealed a greater risk of
adverse events representing suicidal thinking and behavior (suicidality) during the first few months of treatment
in those receiving antidepressants. The average risk of such events in patients receiving antidepressants was 4%,
twice the placebo risk of 2%. No suicides occurred in these trials

*» To reduce the risk of hypertensive crisis, which is potentially life-threatening, foods and beverages high in
tyramine must be avoided while on EMSAM 9 mag/24 hr or 12 mg/24 hr, and for two 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 {SSRIs), 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 pentazocineg; the antitussive
dextromethorphan; cyclobenzaprine; oral selegiline; and 5t. John's wort

= After stopping treatment with SSRis, SNRIs, TCAs, MADIs, mirtazapine, bupropion; meperidine and analgesics such as:
tramadol, methadone, and propoxyphene; dextromethorphan; St. 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 MAO 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 (eg, 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 tumaors secrete pressor substances

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

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

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

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

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

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

* As with other psychoactive drugs, EMSAM may have the potential to impair judgment, thinking, or motor skills.
Patients should not drive or operate hazardous machinery until they are certain EM5AM does not impair their ability
to engage in such activities

*The use of alcohol is not recommended while taking EMSAM

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

* EMSAM should be used in pregnancy only if the potential benefit justifies the potential risk to the fetus. Caution should
be exercised when administering EM5AM 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 296}, and sinusitis (3% vs 1%)

Please see Brief Summary of FULL PRESCRIBING INFORMATION, including Boxed WARNING, on following pages.
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INDICATION
EMSAM is indicated for the treatment of Major Depressive Disorder (MDD).
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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 observation 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) placebo-controlled trials of nine antidepressant
drugs (SSRis and others) in children and adolescents with major depressive disorder (MDD},
obsessive compuisive disorder (OCD), or other psychiatric disorders (a totat 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
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-1V) implies a prominent and relatively persistent (nearly every day for at least
2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and includes at least five
of the following nine symptoms: depressed mood, loss of interest in usual activities, significant change in weight
and/or appedite, insomnia or hypersomnia, psychomotor agitation or retardation, increased fatigue, feelings of
quilt or worthlessness, stowed 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 tria) (see
Clinical Efficacy Trials under CLINICAL PHARMAGOLOGY 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 (sec DOSAGE AND ADMINISTRATION).

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

CONTRAINDICATIONS
EMSAM is contraindicated in patients with known hypersensitivity to sefegiline 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 (SNRls, e.g., venlafaxine 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 selegiline or other
MAO inhibitors (MAQIs e.g., isocarboxazid, phenelzine, and tranylcypromine) (see WARNINGS).

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

As with other MAO!s, 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 MAQIs, patients taking EMSAM should not undergo elective surgery requiring general anes-
thesia. Also, they should not be given cocaine or local 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 MAQ 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 avaitable 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 mg/24 hours
and 12 mo/24 hours. (See WARNINGS and PRECAUTIONS, Drug Interactions, Tyramine.)

WARNINGS

Clinical Worsening and Suicide Risk -

Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in
behavior, whether or ot 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 all drugs studied. The
risk of suicidality was most consistently observed in the MDD trials, but there were signals of risk arising
from trials in other psychiatric indications (obsessive compulsive disorder and social anxiety disorder) as
well. No suicides occurred in these trials. It is unknown whether the suicidality risk in pediatric patients
extends to longer-term use, i.c., 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 iliness 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 major depressive disorder as well as for other
indications, both psychiatric and nonpsychiatric. Although a causal fink 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 concérn 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 patients being treated with antidepressants for major depres-
sive 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 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 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 psy-
chiatric history, including a family history of suicide, bipotar disorder, and depression. It should be noted that
EMSAM is not approved for use in treating bipolar depression.

Hypertensive Crisis

EMSAM is an irreversible MAQ inhibitor. MAQ is important in the catabolism of dietary amines (e.g., tyramine).
In this regard, significant inhibition of intestinal MAQ-A activity can impose a cardiovascular safety risk fol-
lowing the ingestion of tyramine-rich foods. As a class, MAOIs have been associated with hypertensive
crises caused by the ingestion of foods with a high concentration of tyramine. Hypertensive crises, which in
some cases may be fatal, are characterized by some or 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 medica! 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. Aithough 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 likelihood of hypertensive crises with use of EMSAM, several Phase | tyramine chal-
lenge studies were conducted both with and without food (see PRECAUTIONS, Drug Interactions,
Tyraming). In its entirety, the data for EMSAM 6 mg/24 hours support the recommendation that a modified
diet is not required at this dose. Due to the more limited data available for EMSAM 9 mg/24 hours, and the
results from the Phase | tyramine challenge study in fed volunteers administered EMSAM 12 mg/24 hours
(see PRECAUTIONS, Drug Interactions, Tyramine), patients receiving these doses should foflow Dietary
Modifications Required for Patients Taking EMSAM 9 mg/24 hours and 12 mg/24 hours.

It 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 control 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); pickied
herring; and any spoiled or improperty
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., lunch meats, hot
dogs, breakfast sausage, and
cooked sficed ham)

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

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

Beverages Al 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 ittle or no
tyramine.)

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

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

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

supplements containing tyramine

1 Adapted from K. 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 MAQIs with certain other drugs, including tricyclic or
selective serotonin 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 exireme agitation progressing to delirium and coma. Similar less severe syndromes have been
reported in a few patients receiving a combination of oral selegiline with one of these agents.

Therefore, EMSAM should not be used in combination with selective serotonin reuptake inhibitors (SSRIs,
e.g., fluoxetine, sertraline, paroxetine); dual serotonin and norepinephrine reuptake inhibitors (SNRIs,
e.q., venlafaxine and duloxetine); tricyclic antidepressants (TCAs, e.g., imipramine and amitriptyline); oral
selegiline or other MAOIs (e.q., isocarboxazid, phenelzing, and tranylcypromine), mirtazapine; bupropion
hydrochloride; 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 cold




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

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

After stopping treatment with SSRIs; SNRIs; TCAs; MAOIs; meperidine and analgesics such as tramadol,
methadone, and propoxyphene; dextromethorphan; St. John's wort; mirtazapine; bupropion HCI; 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 half-life of fluoxetine and its active
metabolite, at least five weeks should elapse between discontinuation of fluoxetine and initiation of treat-
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.

PREGAUTIONS

General

Hypotension

As with other MAOIs, posturatl hypotension, sometimes with orthostatic symptoms, can occur with EMSAM
therapy. In short-term, placebo-controlled depression studies, the incidence of orthostatic hypotension (i.6.,
a decrease of 10 mmHg or greater in mean blood pressure when changing position from supine or sitting
1o standing) was 9.8% in EMSAM-treated patients and 6.7% in placebo-treated patients. It is recommend-
ed that eiderly 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 relieved by having the patient recline until the symptoms have abated. Patients
should be cautioned to change positions gradually. Patients displaying orthostatic symptoms should have
appropriate dosage adjustments as warranted.

Activation of Mania/Hypomania

During Phase lll 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 lliness

Clinical experience with EMSAM in patients with certain concomitant systemic illnesses is limited. Caution
is advised when using EMSAM in patients with disorders or conditions that can produce altered metabo-
fism or hemodynamic responses.

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

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

Although studies of phenylpropanolamine and pseudoephedrine did not reveal pharmacokinetic drug 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 benefits and risks associated with treatment with EMSAM and should counsel them in its appropriate
use. A patient Medication Guide About Using Antidepressants in Children and Teenagers 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 occur while
taking EMSAM.

Glinical Worsening and Suicide Risk

Patients, their famities and their caregivers should be encouraged to be alert to the emergence of anxiety,
agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor
restlessness}), hypomania, mania, other unusual changes in behavior, worsening of depression, and suicidal
ideation, especially earty during antidepressant treatment or when the dose is adjusted up or down. Families
and caregivers of patients should be advised to observe for the emergence of such symptoms on a day-to-
day basis, since changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or
health 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,
sertraline, paroxetine, and St. John's wort), dual serotonin and norepinephrine reuptake inhibitors (SNRls,
6.9., veniafaxine and duloxetine), tricyclic antidepressants (TCAs, e.g., imipramine and amitriptyling),
mirtazapine, oral selegiline or other MAOIs (e.g., isocarboxazid, pheneizine, and tranyicypromine), bupropi-
on hydrochioride or buspirone hydrochioride 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 t0 engage in such activities.

Patients should be told that, although EMSAM has not been shown to increase the impairment of mental
and motor skills caused by alcohot, 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 nufritional supplements and any cough medicine containing
dextromethorphan.

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 selegiline at doses recommended for Parkinson’s disease and associated with dietary
influences have been reported. The clinical relevance to EMSAM is unknown.

Patients should be advised that certain tyramine-rich foods and beverages should be avoided while on
EMSAM 9 mg/24 hours or EMSAM 12 mg/24 hours, and for two weeks folfowing discontinuation of EMSAM
at these doses (see GONTRAINDICATIONS and WARNINGS).

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

Patients should be advised to avoid exposing the EMSAM application site to external sources of direct
heat, such as 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 imporiance 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 [n 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.

Alcohol

The pharmacokinetics and pharmacodynamics of alcohol (0.75 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 pharmacedynamics 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 alcohot (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 while
taking EMSAM.

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

Carbamazepine

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

Ibuprofen
In subjects who had received EMSAM 6 mg/24 hours for 11 days, combined administration with the CYP2CS
substrate ibuprofen (800 mg single dose) did not affect the pharmacckinetics of either selegitine or ibuprofen.

Ketoconazole

Seven-day treatment with ketoconazole (200 mg/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.

Levothyroxine

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

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 CYP2AB, did not affect the pharmacokinetics of either selegi-
line or olanzapine.

Phenylpropanolamine (PPA}

In subjects who had received EMSAM 6 mg/24 hours for 9 days, co-administration with PPA (25 mg every
4 hours for 24 hours} did not affect the pharmacokinetics of PPA. There was a higher incidence of significant
biood 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 risperidone (2 mg
per day for 7 days), a substrate for CYP2D6, 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 intraceliular enzyme. MAO exists as two isoenzymes, referred to as MAO-A and MAO-B. Selegiline
shows greater affinity for MAO-B; however, as selegiline concentration increases, this selectivity is lost with
resulting dose-related inhibition of MAO-A. Intestinal MAO is predominantly type A, while in the brain both
isoenzymes exist.

MAGQ 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, MAQs 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 norepingphring
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 MAQ-A resuiting
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 gastrointestinat
inhibition. To further define the risk of hypertensive crises with use of EMSAM, several Phase | tyramine
challenge studies were conducted both with and without food.

Fourteen tyramine challenge studies including 214 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 mg/24 hours—12 mg/24 hours), measured as the dose of tyramine required to raise systolic
blood pressure by 30 mmHg (TYR30). Studies were conducted with and without concomitant administration
of food. Studies conducted with food are most relevant to clinical practice since tyramine typically will be
consumed in food. A high-tyramine meal is considered to contain up to 40 mg of tyramine.

One study using a crossover design in 13 subjects investigated tyramine pressor doses (TYR30) after
administration of EMSAM 6 mg/24 hours and oral selegiline (5 mg twice daily) for 9 days. Mean pressor
doses (TYR30) of tyramine 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 tranylcypromine 30 mg/day for 10 days. Mean pressor doses
(TYR30) of tyramine capsuies administered without food were 270 mg in subjects treated with EMSAM
6 mg/24 hours and 10 mg in subjects treated with tranyicypromine.

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 (selegiline
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 @ 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 IIl clinical development program was conducted with-
out requiring a modified diet (N=2553, 1606 at 6 mg/24 hours, and 947 at @ 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 Dietary 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 Vi or Factor X levels.

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

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

Mutagenesis

Selegiline induced mutations and chromosomat damage when tested in the in vifro mouse lymphoma assay
with and without metabolic activation. Selegitine was negative in the Ames assay, the /7 vifro mammalian
chromosorme aberration assay in human lymphocytes, and the fn vivo oral mouse micronucteus 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 a mg/m? basis). Slight decreases in sperm concentration and total sperm count were
observed at the high dose; however, no significant adverse effects on fertility or reproductive performance
were observed. ’

Teratogenic Effects - Pregnancy Category ©

In an embryofetal development study in rats, dams were treated with fransdermal selegifine during the period
of organogenesis at doses of 10, 30, and 75 mg/kg/day (8, 24, and 60 times the maximum recommended
human dose [MRHD] of EMSAM [12 mg/24 hours} on a mg/m? basis). At the highest dose there was a
decrease in fetal weight and siight increases in malformations, delayed ossification (also seen at the mid
dose}, and embryofetal post-implantation lethality. Concentrations of selegiline and its metabolites in fetal
plasma were generally similar to those in maternal plasma. in an oral embryofetal development study in
rats, a decrease in fetal weight occurred at the highest dose tested (36 mg/kg; no-effect dose 12 mg/kg);
no increase in maiformations 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, occutred at the highest dose tested (50 mg/kg; no-effect dose 25 mgrkg).

In a prenatai and postnatal development study in rats, dams were treated with transdermal selegiline at
doses of 10, 30, and 75 mg/kg/day (8, 24, and 60 times the MRHD on a mg/m? basis) on days 6-21 of ges-
tation and days 1-21 of the lactation period. An increase in post-implantation loss was seen at the mid and
high doses, and an increase in stillborn pups was seen at the high dose. Decreases in pup weight (through-
out lactation and post-weaning periods) and survival {throughout lactation period), retarded pup physical
development, and pup epididymal and testicular hypoplasia, were seen at the mid and high doses. Retarded
neurobehavioral and sexuaf 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 piasma, indicating that the pups were directly dosed during
the lactation period. '

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

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

Nursing Mothers

In a prenatal and postnatal study of transdermal selegiline in rats, selegiline and metabolites were
excrefed into the miik of lactating rats. The levels of selegiline and metabolites in mitk were approximately
15 and 5 times, respectively, steady-state levels of selegiline 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 balance the potential risks with the
clinical need.

Gerfatric 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 heaithy subjects in clinical pharmacology/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 inciuded doubie-blind,
open-label, fixed-dose, and dose titration studies of short-term and longer-term exposures. Safety was
assessed by monitoring adverse events, physical examinations, vital signs, body weights, laboratory analy-
ses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical
investigators. In the tables and tabulations that follow, standard COSTART terminology has been used to
classify reported adverse events. The stated frequencies of adverse events represent the proportion of indi-
viduals who experienced, at least once, a treatment-emergent adverse event of the type listed. An event was
considered freatment-emergent if it occurred for the first time or worsened while receiving therapy follow-
ing haseline 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-controlled irials of up to 8 weeks in duration, 7.1% discontinued
treatment due to an adverse event as compared with 3.6% of 668 patients receiving placebo. The only
adverse event associated with disce jon, 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 depressed patients who received EMSAM in doses ranging from 3 to 12 mg/24 hours
in placebo-controlled frials 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 poot 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 obtained 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 Glinical Trials for
Major Depressive Disorder with EMSAM®)

Body System/Preferred Term EMSAM (N=817) | Placeho (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 Reactions

In the pool of short-term, piacebo-controlied 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-treated patients.

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

Mafe and Female Sexual Dysfunction with MAO-Inhibitors
Although changes in sexua! 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 untoward experiences involving sexual desire, per-
formance, and satisfaction are difficult to obtain, in part because patients and physicians may be reluctant
1o 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 Placeho-Controlled Clinical Trials with EMSAM

Adverse Event EMSAM I Placebo
IN MALES ONLY
(N=304) (N=256)
Abnormal Ejaculation 1.0% 0.0%
Decreased Libido 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 dysfuncticn 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 blood 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,
placebo-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 teast 20 mmHg. In one study which utilized higher mean doses
of EMSAM, 6.2% of EMSAM-treated patients and no placebo-ireated patients experienced a low standing
systolic blood pressure by these criteria.

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



AMA Wants Govt. to Enact

Law on Insurance Coverage

The AMA House of Delegates tackled many issues of importance to psychiatry
last month. Among them are mandated health insurance, direct-to-consumer
advertising, and use of SSRiIs during pregnancy.

he AMA, in a significant
reversal of longstanding pol-
icy, approved a call for man-

dated health insurance.
Under the AMA plan,
individuals and families earning more than
500 percent of the federal poverty level
($49,000 for an individual and $100,000
for a family of four) would be required to
obtain minimum insurance coverage of cat-

BY MARK MORAN

astrophic health care and evidence-based
preventive health care, “using the tax struc-
ture to achieve compliance.”

In a press conference following the
action by the AMA’s House of Delegates
last month, AMA Trustee Ardis Hoven,
M.D,, told reporters that use of the tax
structure meant those who neglected to
buy health coverage would be subject to
higher taxes.

For those earning less than 500 per-
cent of the federal poverty level, the AMA
would support a similar requirement upon
implementation of a system of refundable
tax credits or other subsidies to obtain
health care coverage.

Though an entirely theoretical approach
that has little likelihood of becoming real-
ity anytime soon, the move marks a signifi-
cant turnabout for a group that has consis-
tently resisted mandatory health insurance
in favor of voluntary incentives.

Hoven and fellow board member
Edward Langston, R.Ph., M.D., empha-
sized the value of patient “accountability,”
the need for individuals to bear responsi-
bility for their own coverage.

When asked if the new policy was a
move toward government-provided health
insurance, or a “single-payer” plan, Hoven
replied, “This enables and encourages
individuals to have their own individually

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)

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 IIl 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, MAOI 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.

Overdosage with MAOI 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
systemic 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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owned health plan. That’s not a single-
payer plan.”

Still, the resolution on mandatory
insurance was among the most important
policy measures undertaken by the House
of Delegates.

“This policy is the newest addition to
the AMA’s plan to cover the uninsured,”
Hoven said. “The AMA plan now includes
tax credits for the purchase of insurance,
individually selected and owned health
insurance, the expansion and formation of
new insurance options, changes in health
insurance market regulations, and individ-
ual responsibility.”

More Consumer Ad Monitoring Urged

In another area relevant to all of medi-
cine, the house approved a report calling
for a temporary moratorium on direct-to-
consumer advertising (DTCA) of newly
approved drugs and the development of
guidelines for pharmaceutical companies
to follow when preparing such advertis-
ing. The time interval for this morato-
rium will be determined by the Food and
Drug Administration (FDA), according to
a report prepared by the AMA Board of
Trustees.

The new AMA guidelines for DTCA
state that those ads should do the follow-

mg:

® Provide objective information about
drug benefits that reflect the true efficacy
of the drug, as determined by clinical tri-
als.

e Show balance between the benefits and
risks of the advertised drugs by providing
comparable time or space and cognitive
accessibility, and by presenting warnings,
precautions, and potential adverse reac-
tions in a clear and understandable way
without distraction of content.

e Indicate clearly that the ad is for a pre-
scription drug and refer patients to their
physician for more information and appro-
priate treatment.

® Be targeted for age-appropriate audi-
ences.

® Have pre-approval from the FDA.
“The AMA report clearly supports

the need for closer monitoring of direct-
please see Insurance on page 38

Interrogation

continued from page 4

AMA has to accommodate a range of opin-
ions and interests, including those of phy-
sicians in the military, to craft a document
that is widely acceptable on so difficult a
topic requires the ability to thread words
through the eyes of some tiny needles.

“There are people on the other side of
this issue,” he told Psychiatric News. “To
get a product out of the AMA that is also
acceptable to APA is good work. That only
occurred because we were active partici-
pants. If we didn’t participate, [ am certain
the product would not have been some-
thing APA would favor.”

A press release on the AMAs new
policy to oppose divect physician participa-
tion in interrogation is posted at <www.
ama-assn.org/amal/pub/category/16446.
btml>. B
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More Self-Reliance Urged
In Disaster Planning

States, cities, and counties need a plan for dealing with the mental health con-
sequences of disasters, train for them, and develop regional ties to back up

their efforts.

tate emergency officials say that
to cope better with the health
issues resulting from future
disasters, they need more train-
ing before catastrophes occur,
better coordination with other state and
regional bodies, and improved communi-
cation with U.S. government agencies.

Their views coalesced at a three-day
meeting convened in May by the Substance
Abuse and Mental Health Services Admin-
istration (SAMHSA) to discuss lessons for
the mental health community from hur-
ricanes Katrina, Rita, and Wilma. Talks
at the New Orleans meeting and discus-
sions with participants made it clear that
the burden of mental health readiness for
future natural or manmade disasters will
fall to cities, counties, and states. Further
regional coordination with surround-
ing jurisdictions will be needed, too, as
Katrina made clear last fall.

However, an infusion of new funding is
unlikely to come from the federal govern-
ment. SAMHSA officials said they can offer
localities only technical assistance, but only
Congress can authorize new funding.

“Planning starts on the state and local
levels,” said A. Kathryn Power, M.Ed.,,
director of SAMHSA’s Center for Men-
tal Health Services. “Don’t rely solely on
the feds.”

To rely more on themselves, represen-
tatives of states and localities agreed that

BY AARON LEVIN
they must begin with explicit plans to cope
with large-scale emergencies and must hold
training exercises to drill public employees
and volunteers in their execution.

“Identify the role of your organization
in times of disaster, know those roles, and
train for those roles,” Michael Duffy, RN,
assistant director of the Office of Addictive
Disorders in the Louisiana Department of
Health and Hospitals, told the group.

“It helps to have a permanent crisis-
response committee [for mental health] to
setup and coordinate response around the
state,” added Jeff Bennett, L.C.S.W., direc-
tor of the Gulf Coast Mental Health Cen-
ter in Gulfport, Miss.

Last year’s hurricanes taught mental
health and substance abuse officials who
felt the storms’ impact the need for think-
ing across jurisdictional lines and beyond
the usual short-term needs of storm vic-
tims. Agencies have to form links with
emergency management bodies well before
disasters strike and practice with the gen-
eral disaster response team. Summed up
one official: “Think horizontally.”

For instance, Mississippi is planning to
establish a permanent cross-agency group
covering its emergency management
agency; the state health department; local
agencies at state, regional, local levels; and
governments, volunteer organizations, and
professional organizations.

Planning requires not just documents,
but face-to-face contact among personnel

Aaron Levin

“Plan for the fact that you won’t have the capacity to handle everything,” Ken DeCerchio, M.S.W.,
C.A.P. (center), assistant secretary for substance abuse and mental health in the Florida Department
of Children and Families, tells the Spirit of Recovery conference in New Orleans. He is flanked by
Lewis Gallant, Ph.D., executive director of the National Association of State Alcohol and Drug Abuse
Directors, and A. Kathryn Power, M.Ed., director of the Center for Mental Health Services.

in advance of events, said participants. Set-
ting up protocols with nonprofit groups or
religious organizations to establish a role
for volunteers can help. North Carolina
has agreements in place to send groups of
volunteers anywhere in the state they are
needed.

Planners must think beyond maps and
organization charts, though.

“We tend to organize plans around a
command and control structure, not around
human behavior,” added Dave Wanser,
Ph.D., deputy commissioner for behavioral
and community health in the Texas Depart-
ment of State Health Services. “Forinstance,
before Hurricane Rita we ordered an evacu-
ation, and everybody left at once, jamming
the roads. Planning needs to accommodate
how people really act in disasters. Plan for
people who will come to you and also for
those you have to go to.”

Katrina made clear the need for
regional coordination, too, as storm and
flood victims were evacuated to neighbor-
ing states.

Lingering Post-Katrina MH Problems
May Be ‘New Normal’ for Children

Only a coordinated effort by psychiatrists and mental health professionals can
meet the ongoing needs of Katrina’s youngest survivors.

any Louisiana children affected by
M Hurricane Katrina show signs of

resilience today, but many others
display continuing psychiatric symptoms
10 months after the storm.

“Among key issues that affect children
are their ability to trust adults to keep
them safe,” said psychologist Joy Osof-
sky, Ph.D., a professor of pediatrics and
psychiatry at the Louisiana State Univer-
sity (LSU) Health Sciences Center. She
spoke at a meeting convened by the Sub-
stance Abuse and Mental Health Services
Administration in New Orleans in May.

“Children’s reaction mirrors their par-
ents’. Whenever it rains, whenever there’s
any kind of storm, like a recent tornado, we
see lots of separation anxiety.”

Some kids are clingy, worry about what
is going to happen, talk repeatedly about
the hurricane, or are upset, afraid, or sad
when thinking about the event, she said.
They feel that nothing is fun and have a
hard time getting along with friends and
family now. The hardest-hit group may be
high school students, who not only miss
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their friends but also worry about their
ability to get into college.

Screening organized in St. Bernard Par-
ish by Osofsky and her husband, Howard
Osofsky, M.D., Ph.D., professor and chair
of psychiatry at LSU, found that 54 percent
of children met criteria for mental health
referral, and 14 percent directly requested
counseling. They also learned that 34
percent of the youngsters were separated
from their primary caregiver, 14 percent
had friends who had died because of the
storm, 45 percent had parents who were
unemployed, and 33 percent had symp-
toms of PTSD or depression. Even today,
many students don’t live with their parents
because the adults are working elsewhere,
said Joy Osofsky.

“We’re seeing a ‘slow burn’ of PTSD
and continuing symptoms with a slow
recovery and a continued desolation,” she
said. “Some behavioral and emotional
reactions may be ‘normal’ or represent a
‘new normal’ after such a widespread disas-
ter with continuing anxiety.”

Young people are anxious about the

ongoing uncertainty in their lives, an
anxiety compounded by the onset of the
new hurricane season that began on June
1. Many have had trouble concentrat-
ing in school and have become disrup-
tive. Schools that take a zero-tolerance
approach to behavioral problems expel
children who act out.

On the positive side, children want to
resume normal life and their prehurricane
activities, enjoy going back to school and
being with other children, and show more
resilience with support from their parents.

Inher work immediately after the storm,
Osofsky found that her training in trauma
work was a help, but more important was
just being there for young people, she said.
“Listening, gathering information is a key.
When they heard their own concerns, they
felt better.”

As partof the Louisiana Spirit program
that he heads, Howard Osofsky said, chil-
dren returning to schools that reopened
in St. Bernard and Orleans parishes were
screened, resiliency-building programs
were set up, and treatment provided when
needed.

Even before the storm, many children
in New Orleans lived in areas of preexist-
ing trauma, with subsistence-level pov-
erty, crime, and bad general health, said Jay
Koonce, M.S.W., L.C.S.W., clinical man-
ager of a substance abuse treatment cen-
ter in Austin, Texas. Koonce helped coor-

please see Children on 36

Merely keeping track of hundreds of
thousands of people on the move was diffi-
cult. Telephoning shelters for head counts
might give wildly different numbers in a
matter of a few hours. New Orleans resi-
dents camped out in a state park in Ten-
nessee but were “lost” when they moved on
without informing anyone. Alabama also
sheltered many evacuees in state parks, but
the evacuees were often in remote areas,
away from bus lines, and didn’t have easy
access to services or to Federal Emergency
Management (FEMA) offices. “Next time,
we’ll put them in parks nearer to towns,”
said an Alabama official.

Special populations demanded closer
attention as well. Children were a spe-
cial focus of psychiatrists and others after
the storms (see story at left), but the seri-
ously ill were subject to conflicting poli-
cies, sometimes left behind during evacu-
ations.

“The federal view is to move the well
populations, who have mostly transient
distress, but not to move fragile people,”
said one participant. “We need to drop
barriers to sheltering them.”

Paying for behavioral health services
also occupied participants. Many com-
plained that the current emergency grant
process was slow and cumbersome. Manag-
ing complex funding streams from multiple
sources was further complicated by differ-
entaccounting and reporting standards from
various government departments.

“Expedite the hoops, procedures, and
paperwork,” said one. “Simplify the appli-
cation process and provide help in apply-
ing. We don’t have a dedicated mental
health disaster person to handle it.”

Others complained of the gap between
short-term emergency funding and lon-
ger-term recovery funding thatleaves both
victims and service providers in limbo for
weeks or months. Funding should also fol-
low evacuees, so thata family sheltered and
registered in a state other than their own
would have access to care there.

Communication is critical both before
and during emergencies. Technically,
backups are needed for backups. After
Katrina, land lines and cell phones were
knocked out when power was lost to relay
towers. Even satellite phones went out
because batteries couldn’t be recharged.
But communication involves more than
technology.

“You need an incident command struc-
ture not to command but to communicate,”
said Ken DeCerchio, M.SW., C.A.P,,
assistant secretary for substance abuse and
mental health in the Florida Department

please see Planning on facing page
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Creative Thinking Needed
To Stretch Limited Budgets

Advocates are urged to work toward shifting juvenile-justice funding to mental
illness prevention and treatment programs.

eflecting an increasingly aus-

tere federal and state budget

environment, a number of

leaders at the 2006 annual

meeting of the National
Mental Health Association (NMHA)
urged colleagues to find more cost-effec-
tive ways to spend the large sums already
devoted to the various areas of mental
health care.

Taking the stage at the mid-June event
in Washington, D.C.—one of his first pub-
lic appearances since returning from a sub-
stance abuse rehabilitation program—Rep.
Patrick Kennedy (D-R.I.) urged attend-
ees to push their elected officials for more
funding to prevent mental illness, includ-
ing substance abuse.

“That’s where we get the biggest bang
for our buck,” Kennedy said.

David Shern, Ph.D., president and
CEO of NMHA, said no level of treat-
ment ever eliminated a disorder. He urged
the increased use of “preventive strate-
gies” as the only way to eliminate mental
illnesses.

Another way to make better use of exist-
ing fundsis through increased accountabil-
ity from existing programs. Kennedy called
for more research on and accountability
from special-education programs, which
have received steadily larger amounts of
funding in recent decades without show-
ing commensurate gains for the children
in those programs.

One way to obtain more benefits from
existing mental health programs is to man-
date the use of evidence-based practices
and increased research into the uses of
cognitive-behavioral therapies that appear
to be the most efficacious, he suggested.

‘Smarter’ Spending Urged

“How can we spend smarter?” asked
Jane Khnitzer, Ed.D., director of the
National Center for Children in Poverty,
who noted that about $4 billion is spent
annually nationwide on children’s men-
tal health, excluding juvenile-justice pro-
grams.

Jane Knitzer, Ed.D., tells attendees to push
for a family-based mental health treatment
system.

BY RICH DALY

She urged the replacement of the men-
tal health systems for both children and
adults with a family treatment system to
treat all of the people affected when men-
tal illness arises.

She criticized the fact that many men-
tal health programs “only grudgingly”
focus on the emerging research on vari-
ous aspects of children’s mental health sys-
tems.

Another money-saving approach that
Kennedy urged mental health advocates
to take when approaching legislators is to
highlight the low cost of the long-sought
goal of mental health parity coverage in
insurance. He cited the federal Office of
Personnel Management’s 2001 report,
which found that adding the benefit of
mental health parity for federal employees
increased costs by just 1.3 percent, while
other research has found parity’s benefits
exceed its costs.

Change Traditional Treatment Paradigm

Expanding mental health care beyond the
traditional single-patient-focused approach
was a common theme among the meeting’s
speakers. Knitzer said new data have identi-
fied the benefits of treating young mothers
for depression as an early intervention for
their children. Research also has identified
benefits from cognitive-behavioral therapy
for new mothers and their children.

The benefits of familial approaches to
therapy often extend beyond mental health
to other areas.

For example, depressed parents are less
likely to buckle up their children and pro-
vide adequate care for their asthmatic chil-
dren, Knitzer noted.

Comprehensive approaches can address
increased use of the juvenile-justice sys-
tem as a place to confine children with
mental illness, Shern said. Comprehen-
sive approaches also will benefit from
increased use of community-based care,
which research has shown can facilitate
recovery from even the most severe men-
tal illnesses.

A person not often cited by mental
health advocates, former Speaker of the
House of Representatives Newt Gin-
grich, urged advocates during his keynote
address to push legislators to reorganize
health care in ways that provide mental
health care as part of a person’s compre-
hensive care.

Comprehensive approaches should
include efforts to bring entire families into
planning the mental health treatment of
individuals.

“More than enough” health care fund-
ing is now provided by federal and state
governments, he suggested, butantiquated
allocation methods squander much of the
money on bureaucracy and allow fraud on
a massive scale.

“When you believe that money is being
wasted, it is much more difficult to get peo-
ple to agree to give you new funding,” Gin-
grich said, noting that studies have found
that about 10 percent of some Medicaid
programs’ funding is lost to graft.

annual meeting to seek more government funding for mental illness prevention efforts.

Massive savings and better care are pos-
sible only when the current budget system
of program “silos” is scrapped in favor of
an approach that funds health care of the
long-term, overall needs of each individ-
ual, said Gingrich, founder of the Center
for Health Transformation.

The major changes and reductions
in Medicaid and Medicare programs in
recent years will likely accelerate over the
next five years. The recent controversial
changes to those programs only make them
more expensive and less beneficial because
the changes “are all chewing around the
edges of the programs.” Only fundamental

change will provide more care with fewer
dollars, he said.

Knitzer pointed out that mental health
advocates spend considerable time and
money “end running the system” to get
care for those in need and that both could be
better spent through a system that provided
mental health care regardless of the specific
circumstances of those who need it.

Among the “key fiscal challenges” for
mental health advocates, Knitzer said, is
the ability to create new partnerships with
emerging family groups that push for
improved mental health care for families
and children. W

Planning

continued from facing page

of Children and Families.

More opportunities for face-to-face
sharing of information in advance and ways
to report relocation information across
state lines during emergencies are needed,
possibly using a central, easily accessi-
ble database for needs assessment, shelter
occupancy, hotel use, and hospital capacity.
Several attendees recalled getting different
answers to the same questions, depending
on when they called and who picked up the
phone at FEMA. Words count, too. Even
familiar terms like “treatment” may mean
different things to different agencies, so
development of a vocabulary common to
all parties would enhance communication
and speed help to disaster victims.

“There’s a need for consistent, accurate
information during the process of a disas-
ter,” said Dufty. “This helps the staff as
well as the public.”

Clinically, the conventional approach
to postdisaster health care also needs revi-
sion, added Wanser. He decried a tendency
among shelter directors to recommend
immediate removal and hospitalization of
individuals who were distraught.

Federal stockpiles of pharmaceuticals
should include psychotropic drugs, which
were not in the formulary last September,
said Duffy.

Substance abuse requires more atten-
tion across the board, as both existing
abusers seek help and stressed individuals
start or increase use. Specialized profes-
sional experience is useful as well.

“Suppose a person is visiting doctors
on each shift asking for pain medications,”
Wanser said. “Public health people don’t
realize this is a problem, but people who
work in substance abuse treatment do.”

Conference participants also argued for
simplifying ways to allow outside health
care professionals into states for short peri-
ods during disasters.

“Why not set up a national registry to
solve credentialing and malpractice insur-
ance problems?” said William R. Breakey,
M.D., emeritus professor of psychiatry at
Johns Hopkins. “Helping out after a disas-
ter is an exciting, eye-opening learning
opportunity that expands your range of
skills and experiences.”

Physicians and other health profession-
als who volunteered for the SAMHSA-
coordinated program in effect after
Katrina and Rita usually served for two
weeks. One veteran of that experience said
that the investment in learning time would
give a greater payoff if deployments were
longer (thatis, three weeks) or a split four-
week commitment. More money should
be allocated for advanced training and
smoother transitions to following teams
or to the local health care system.

Atevery level, after the acute response to
disasters or after disaster training, record-
ing what worked and what did not is essen-
tial, said Florida’s DeCerchio. “You have to
do after-action briefings to be ready for the
next season and create documentation to
help the person who comes behind you.”

Finally, said one participant at the end of
the meeting, federal agencies should start
thinking about an “all-hazards” approach
to disaster. Homeland security funding has
been too narrowly focused on antiterrorism
efforts and notatall on the consequences of
earthquakes, hurricanes, and other natural
disasters. If disaster knows no geographic
borders, he implied, neither is it bound by
the source of the catastrophe.

Presentations from SAMHSA’s “Spirit
of Recovery Summit” are posted at <www.
spiritofrecoverysummmit.com/presentations.
btm>. A
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Introductory Textbook of
Psychiatry, Fourth Edition

Nancy C. Andreasen, M.D., Ph.D., and Donald W. Black, M.D.

I FOURTH EDITION

INTRODUCTORY
TEXTBOOK OF

! n established resource, the Introductory Textbook of Psychiatry has been P SYC H I ATHY

thoroughly revised to make it an even more effective text. This edition is
more practical and easier to use. The authors continue to interweave )

. . . NANCY C. ANDREASEN, w1
recent advances in psychiatry with the core knowledge that students new to the DONALD W. BLACK. ML

field need—from grasping the neurobiology and genetics of mental illness to

understanding the DSM system to assessing patients.

Hailed as a “classic text,” this user-friendly volume is written in an accessible,
conversational style for introductory psychiatry courses or psychiatry clerkships—er as an authoritative introduction
to abnormal psychology for students of psychology, social work, or nursing.

B [t introduces students to a wide range of psychiatric diagnoses—covering epidemiology, clinical features,
and treatment

B Provides additional coverage of special topics such as violence and suicide, legal issues that affect psychiatry,
childhood disorders, sleep disorders, and both psychosocial and somatic therapies

As a teaching resource, it boasts several benefits:

B Tools that enhance learning, such as compelling case vignettes and “clinical pearls”—even more numerous
in this edition—plus self-assessment questions

B A detailed introduction to the interview process, including specific questions that the clinician might
ask patients

B A critical review of DSM-IV-TR covering all disorders, arranged by diagnostic class

B Eleven chapters devoted to specific conditions, from cognitive disorders to personality disorders to
impulse-control disorders, with handy tables of DSM-IV-TR diagnostic criteria, practical assessment
tips, and other key points

B A single-chapter introduction to the basics of child psychiatry, covering mental retardation, autism,
ADHD, and more

B Up-to-date information on drugs—including newer antidepressants—and guidelines for
electroconvulsive therapy

B A glossary of key psychiatric terms, new to this edition

2006 © 688 pages © ISBN 1-58562-223-0  Hardcover  $78.00 | 2006 © 688 pages ® ISBN 1-58562-272-9 © Paperback ® $58.00

American The First and Last Word in Psychiatry

Pi}’?mﬂ Toll-Free: 1-800-368-5777 ™ Order online: www.appi.org
Publishing, Inc.

Please reference priority code AH637 when ordering.
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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 WARNING, and INDICATIONS on following pages.
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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 ~ * (N33 IR1 0 @
Bolded WARNING, and INDICATIONS on following pages. ', RGOt

5. 10, 15. 10, 30 mg Tabiets
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IMPORTANT SAFETY INFORMATION:

mentia-
1

Elderly patients with dementia-related psychosis treated
with atypical antipsychotic drugs are at an increased
risk of death compared to placebo. Although the canses
of death were varied, most of the deaths appeared to be
either cardiovascular or infectious in nature. ABILIFY
[lﬁpipminl:] is not approved for the reatment of
patients with dementia-related psychosis (see Boxed
WARNING).

ABILIFY is contraindicared in patients with a known
hypersensitivity to the product.

As with all antipsychotic medications, including ABILIFY,
a rare condition referred 1o 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).

Cercbrovascular adverse events (cg, stroke, transient
ischemic artack), including faralities, have been reported at
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 trearment
of patients with dementia-related psychosis,

Hyperglycemia, including some serious cases ranging from
ketoacidosis, h}rpﬂnsmqlar coma, or death, has been
reported in patients treated with arvpical antipsychorics,
Patients on ABILIFY should be appropriately tested before
and monitored during treatment.

ABILIFY may be associated with orthestatic hypotension and
should be used with caution in patients with known
cardiovascular disease, cercbrovascular disease, or condinons
which would predispose them to hypotension.

As with other antipsychoric druﬁ,ﬁ. ABILIFY should be used
with caution in r:uiﬂm with a history of seizures or with
conditions that lower the seizure threshold.

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

Disruption of the body's ability to reduce core body
temperature has been attributed to antipsychotics,
Appropriate care is advised for patients who may exercise
strenuously, be exposed to extreme heat, receive concomitant
medication with antichalinergic activity, or be subject to

dehydrarion,

As antipsychotics have been associated with esophageal
dysmotility and aspiration, ABILIFY should be used
cautiously in patients 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 possibilicy of a suicide attempr is inherent in psychoric
illness and bipolar disorder, close supervision of high-risk
patients shuu{:i accompany drug therapy. Prescripuions for
ABILIFY {aripiprazale) should Ec written for the smallest
l.||u-1ntit}' consistent with good patient management to reduce
the risk of overdose,

Physicians should determine if a patient is pregnant or
intends to become pregnant while raking ABILIFY. Partients
should be advised nor to breast-feed while raking ABILIFY.

Patients should be advised o avoid alcohol while aking
ABILIFY.

Both CYP3A4 and CYP2DD6 are respansible for ABILIFY
metabolism. Agents that induce C"f{:jf\é {eg, carbamazepine)
could cause an increase in ABILIFY clearance and lower blood
levels, Inhibitors of CYP3A4 leg, ketoconazole) or CYP2D6
(eg, quinidine, Auoxetine, or paroxetine} can inhibir ABILIFY
elimination and cause increased blood levels,

Commaonly observed adverse events reported with ABILIFY in
3-week bipolar mania trials ar a 25% incidence for ABILIFY
and at a rate ar least twice the rate of placebo include,
respectively, akathisia (15% vs 4%), constipation {13% vs 6%),
and accidental injury (6% vs 3%).

Treatment-emergent adverse events reported with ABILIFY
in short-term :ri:&x at an incidence 210% and greater than
placeba, respectively, include headache (31% vs 26%),
agitation (25% vs 24%), amxiety (20% vs 17%), insomnia (20%
vs 15%), nausea (16% vs 12%), dyspepsia (15% vs 13%),
somnolence (12% vs 8%), akachisia (12% vs 5%),
lightheadedness (11% vs 8%), vamiring (11% vs 6%), and
constipation (11% vs 7%].

The adverse events reported in a 26-week, double-blind
schizophrenia trial comparing ABILIFY and placebo were
genera ly consistent with those rl:|mrt¢u,i in the short-term,
placebo-controlled schizophrenia trials, except for a higher
incidence of tremor; 9% E:r ABILIFY vs 1% for plut‘tﬁu.

INDICATIONS: ABILIFY is indicated for the treatment of:
Schizophrenia, including maintaining stability in patients
who had been sympromatically stble on other
antipsychotic medications for periods of 3 months or
Eun[ﬂ:r and observed for relapse during a period of up to 26
weeks”

Acute manic and mixed episodes associated with Bipolar |
Disorder

Mainraining efficacy in patients with Bipolar 1 Disorder with a
recent manic or mixed episode who had been stabilized and
then maintained for ar least 6 weeks*

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

ABILIFY is taken once daily with or withour food.




A lower dosage strength of ABILIFY (aripiprazole),
almg tablet, is now available. Ir 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 withour food. “ABILIFY:

(aripiprazole)

All'to give you more flexible R
dosing possibilities.

R
No refrigeration necessary.

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

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

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

Rx only

WARNING

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly p with d ia-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 controlied
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. 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 patienis with dementia-related psychosis treated with atypical antipsychotic 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 faiture.

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 illness (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 centrat 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 avaitable. There is
no general agreement about specific pharmacological treatment 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 prevalence 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 and the total cumulative dose of antipsychotic drugs administered to the
patient increase. However, the syndrome can develop, although much less 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 upon the long-term course of the syndrome is
unknowr.

Given these considerations, ABILIFY should be prescribed in a 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 antipsychetic drugs, and (2) for whom alternative,
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 psychesis,
there was an increased incidence of cerebrovascular adverse events (e.g., stroke, transient ischemic attack),
inciuding fatalities, in aripiprazole-freated patients (mean age: 84 years; range: 78-88 years). In the fixed-dose
study, there was a statistically significant dose response relationship for cerebrovascular adverse events in
patients treated with aripiprazole. Aripiprazole is not approved for the treatment of patients with dementia-related
psychosis. (See aiso Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-
Related Psychosis, and PRECAUTIONS: Use in Palients with Concomitant lfiness: Safety Experience in Eiderly
Patients with Psychosis Associated 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 atypical antipsychotics. There have been few reports of hyperglycemia in
patients treated with ABILIFY. Although fewer patients have been freated 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 relationship between atypical antipsychotic use and
hypergiycemia-related adverse events is not completely understood. However, epidemiclogical studies which did
not include ABILIFY suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in
patients freated 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 polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical antipsychotics
should undergo fasting blood glucose testing. In some cases, hyperglycemia has resoclved 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 o(-adrenergic receptor antagonism.
The incidence of orthostatic hypotension-associated events from five short-term, placebo-controlled trials 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
0.8%). 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 placebo (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 pred patients to hyp ion (dehydration, hyp ia, and freatment 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 shori-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 schizopkrenia, 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
schizophrenia on ABILIFY in short-term, placebo-controlled trials. In short-term, placebo-controlled trials of
bipolar mania, somnotence 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 to
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 Regulation

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 @ 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 liiness ).

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 ilinesses (see CLINICAL PHARMA-
COLOGY: Special Populations: Renal Impairment and Hepatic impairment in Full Prescribing information) is fimited.

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 P d with Alzh s Disease: In three, 10-week,
placebo-controlled studies of aripiprazole in elderly patients with psychosis associated with Alzheimer’s disease
(n=938; 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 ieast 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 emergence of difficulty swallowing or excessive somnolence, which could predispose to acci-
dental injury or aspiration. (See also Boxed WARNING and WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis and Gerebrovascular Adverse Events, Including Stroke, in Elderfy
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 should 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.

Alcohot
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 cty-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, CYP2AG, 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 unlikely.

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 fevels. Inhibitors
of CYP3A4 (e.g., ketoconazole} or CYP2D6 {e.g., quinidi ine, or p tine) can inhibit aripiprazole
elimination and cause increased blood 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 a 10-mg single dose of aripiprazole with quinidine {166 mg/day for 13 days), a
potent inhibitor of CYP2D6, 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-half of its normal dose
when concomitant administration of quinidine with aripiprazole occurs. Other significant inhibitors of CYP2D6,
such as fluoxetine or paroxetine, would be expected to have similar effects and, therefore, should be accompanied
by simifar dose reductions. When the CYP2D6 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 Crax 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 evaivation. 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 unfikely 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), CYP2C9 (warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4
(dextromethorphan) substrates. Additionally, aripiprazole and dehydro-aripiprazole did not show potential for
altering CYP1A2-mediated metabolism in vitro (see GLINICAL PHARMAGOLOGY: Drug-Drug Interactions in Full
Prescribing Information).

Alcohot: 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, aripiprazoie 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/m? basis) of aripiprazote 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. Some maternal toxicity was seen at 30 mg/kg, however, there was no evidence
1o suggest that these developmental effects were secondary to maternal toxicity.

Pregnant rabbits were treated with oral doses of 10, 30, and 100 mg/kg/day (2, 3, and 11 times human exposure
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 sterebrae at 30 and 100 mg/kg) and minor skeletal variations (100 mg/kg).

In a study in which rats were freated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 10 times the
MRHD on a mg/m2 basis) of aripiprazole perinatalty and postnatally (from day 17 of gestation through day 21
postpartum), slight maternat toxicity and stightly 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 milk of rats during factation. It is not known whether aripiprazole or its metabolites
are excreted in human milk. It is recommended that women receiving aripiprazole should not breast-feed.

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

Geriatric Use

Of the 7951 patients treated with aripiprazole in premarketing clinical frials, 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-controlled 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 aduit subjects (18 to 64 years), but there
was no detectable effect of age in the population pharmacokinetic analysis in schi ia patients.

Studies of elderly patients with psychosis associated with Alzheimer’s disease have suggested that there
may be a different tolerability profile in this population compared to younger patients with schizophrenia (see
Boxed WARNING; WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis;
Gerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related Psychosis;
and PRECAUTIONS: Use in Patients with Concomitant Hliness). 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 muttiple-dose, premarketing trials
in schizophrenia, bipolar mania, and dementia of the Alzheimer’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 fiexible-dose
studies, and short- and longer-term exposure.

Adverse events during exposure were obtained by collecti I d 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 freatment-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. 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 mg/day.

Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlied 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-Controlled Trials of Patients with Bipolar Mania

The foilowing 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-Controlied 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 simifar between the aripiprazole and placebo-treated patients.

Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Bipolar
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 Table 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-Controlled 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 6
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), including
only those events that occurred in 2% or more of patients reated 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
placebo 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 3 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 6

Constipation 1 7
Musculoskeletal System

Myalgia 4 3
Nervous System

Agitation 25 24

Anxiety 20 17

Insomnia 20 15

Somnolence 12 8

Akathisia 12 5

Lightheadedness 1 8

Extrapyramidal Syndrome 6 4

Tremor 4 3

Increased Salivation 3 1
Respiratory System

Pharyngitis 4

Rhinitis 4 3

Coughing 3 2
Special Senses

Blurred Vision 3 1

4 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?, dysmenorrheal.

f 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 relationships for the incidence of treatment-emergent adverse events were evaluated from four
frials 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 semnolence (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 trials in bipolar 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-controiled 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; placebo, -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; placebo, -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 schizaphrenia, 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,
hematology, or urinalysis.

In & 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 piacebo 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 faripiprazole (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 leng-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 BM! at baseline:

Table 3: Weight Change Results Categorized by BMI at Baseline:
Placebo-Controlled Study in Schizophrenia, Safety Sample

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

Musculoskeletal System: Frequent — muscle cramp; /nfrequent —arthralgia, myasthenia, arthrosis, bone pain,
arthritis, muscle weakness, spasm, bursitis, myopathy; Rare ~ 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; Infrequent —
emotional lability, twitch, cogwheel rigidity, impaired concentration, dystonia, vasodilation, paresthesia,
impotence, extremity tremor, hypesthesia, vertigo, stupor, bradykinesia, apathy, panic aftack, decreased fibido,
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; Rare — pulmonary edema, increased sputum, pulmonary embolism, hypoxia,
respiratory failure, apnea, dry nasal passages, hemoptysis.

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

Special 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,
uralithiasis, 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, laryngospasm, pruritis, or urticaria).

DRUG ABUSE AND DEPENDENCE

BMt <23 BMI 23-27 BMI >27
Placebo Aripiprazole  Placebo Aripiprazole  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% 51% 41% 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 BMI 23-27 BMI >27
Mean change from baseline (kg) 28 1.4 -1.2
% with =7% increase BW 30% 19% 8%

ECG Changes

Between group comparisons for a pooled analysis of placebo-controlled trials in patients with schizophrenia or
bipolar mania, revealed no significant differences between aripiprazole and placebo 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 to a 1 beat per minute increase among piacebo patients.

Additional Findings Observed in Clinical Trials

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

The adverse events reported in a 26-week, double-blind trial comparing ABILIFY (aripiprazole) and placebo in
patients with schizophrenia were generally consistent with those reported in the short-term, placebo-controlled
trials, except for a higher incidence of tremor [9% (13/153) for ABILIFY vs. 1% (2/153) for placebo]. (n 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 {rial 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 PRECAUTIONS, 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, aithough the events reported occurred during treatment with
aripiprazole, 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 in at least 1/100 patients (only those not
already listed in the tabulated results from placebo-controlled 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 — fiu syndrome, fever, chest pain, rigidity {including neck and extremity), neck
pain, pelvic pair; Infrequent — 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; /nfrequent — 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, patlor, cardiopulmonary arrest, phiebitis; Rare ~ bundle branch block, atrial flutter, vasovagal reaction, car-
diomegaly, thrombophlebitis, cardiopulmonary failure.

Digestive System: Frequent — nausea and vomiting; /nfrequent — 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, fecal impaction, cholelithiasis; Rare — esophagitis,
hematemesis, intestinal obstruction, gum hemorrhage, hepatitis, peptic ulcer, glossitis, melena, duodenaf ulcer,
cheilitis, hepatomegaly, pancreatitis.

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

Hemic/Lymphatic System: Frequent — ecchymosis, anemia; Infrequent — hypochromic anemia, leukocytosis,
leukopenia {including neutropenia), lymphadenopathy, eosinophilia, macrocytic anemia; Rare — thrombo-
cythemla thrombocytopema petechiae.

and Disord Frequent we|ght loss, creatine phosphokinase increased, dehydration;
Infrequent — edema, hyperglycemia, hyp emia, lia, diabetes mellitus, hypoglycemia, hyper-
lipemia, SGPT increased, thirst, BUN increased, hyponatremla SGOT increased, creatinine increased, cyanosis,

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 clinical 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 {e.0., development of tolerance, increases in dose, drug-seeking behavior).

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

Husman 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 to 195 mg with no fatalities.

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

Management of Overdesage

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 prolongation 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 Cpnay of 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.
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Suicide Prevention vs. Aesthetics:
Maine’s Capital Divided

Between 1960 and 2005, 14 people in Augusta, Maine, committed suicide by
leaping from a local bridge. After a suicide barrier was constructed in 1983,

that grim tally dropped to zero.

itizens in Augusta, Maine,
have until next month to
garner enough signatures
to put replacement of a sui-
cide barrier on the city’s
Memorial Bridge put to a citywide vote.

The city’s eight-member city coun-
cil voted in December 2005 and again in
April of this year to rebuild the barrier—
after it was taken down when the bridge
was renovated—and the State Department
of Transportation, which has jurisdiction
over the bridge, has already agreed to rein-
stitute the barrier at no cost to the city.

But some citizens, including one city
council member, want the question put to
a citywide vote.

The 2,100 foot bridge spans the Ken-
nebec River, which bisects Maine’s capi-
tal city, and has two lanes for traffic and a
sidewalk for pedestrians on each side of the
roadway; at its central point the bridge is
approximately 100 feet above the water.

In 1983 an 1l-foot-high fence was
installed on each side of the bridge to pre-
vent people from jumping from it, but it
was removed last year when the bridge was
closed for renovation.

City Appears Divided

With the reopening of the bridge to
auto and pedestrian traffic, a movement
has emerged to scrap the suicide barrier.
The controversy pits public safety and pro-
tection of people with mental illness from
impulsive suicide against concerns about
aesthetics and what some in the city regard
as defacement of a landmark.

“People hated that fence, but they didn’t
know they hated it until it came down,” city
council member Donna Lerman, who voted
against rebuilding the barrier, told Psychi-
atric News. “We didn’t realize the negative
impact of the fence on the city’s mental well-
being, but when it came down, people began
to say, “This is really a beautiful town.” The
bridge is the highest point from which to
view the city. We had really lost touch with
what was good about our city.”

Lerman said she also believes the sui-
cide barrier diverts attention from the
need for community-based services for
people with mental illness in the city.

“We have a lot of people living in the
community with inadequate support,” she
noted. “The fence on the bridge is a way
people can address that problem and feel
that they have no further responsibility
toward making sure that people have ade-
quate support.”

She added that suicides occur in other
ways—f{rom gunshot wounds and drug
overdoses—but that many of them are
largely invisible to the public. “It’s not so
much suicide that people are concerned
about as the visibility of people who jump
from the bridge.”

Barrier Fulfilled Its Mission

But advocates of the barrier, includ-
ing the Maine Association of Psychiatric
Physicians (MAPP), point out that during

BY MARK MORAN

the 22 years in which the barrier was in
place, there were no suicides from Memo-
rial Bridge. A study completed in March by
Andrew Pelletier, M.D., a medical epide-
miologist at the federal Centers for Disease
Control and Prevention, found that from
April 1, 1960, through July 31, 2005, 14 sui-
cides from Memorial Bridge occurred, all
of them prior to construction of the suicide
barrier in 1983.

“Results of this study indicated that the
safety fence installed in 1983 was effective
in preventing further suicides from the
Memorial Bridge,” Pelletier said. “The
number of suicides related to jumping
from other structures in Augusta remained
unchanged following installation of the
fence, suggesting that suicidal individuals
did not seek alternative sites. The larger
decline in the suicide rate for the city com-
pared with the state further suggests that
the fence was probably effective in lower-
ing the overall suicide rate in Augusta.”

Lawrence Mutty, M.D., told Psychiat-
ric News that patients with mental illness
come from all over Maine to be treated at
the 92-bed state psychiatric hospital and
various outpatient mental health clinics
on either side of—and in close proximity
to—the Memorial Bridge. In addition to
the state hospital on the east side of the
bridge, there are two other busy inpatient
psychiatric services, Maine General Med-

ical Center and the VA Medical Center
Togus.

“There is a pedestrian traffic across the
bridge thatis uniquely at risk,” said Mutty,
a past president of MAPP and currently a
councilor to its executive committee. He is
also immediate past president of the Maine
Medical Association.

He added that many of the state’s medi-
cal leaders, including leaders of the Maine
Medical Association, have supported recon-
struction of the barrier.

The controversy over rebuilding the
barrier echoes themes that surround debate
about building a similar barrier on San
Francisco’s Golden Gate Bridge, which has
for many years been a favored destination of
those in the Bay area seeking to end their
lives (Psychiatric News, April 1,2005).

Psychiatrists with the Northern Cali-
fornia Psychiatric Foundation have led a
groundswell of support for erecting a bar-
rier on the storied bridge in the face of pub-
lic apprehension that such a barrier would
deface one of the world’s most extraordi-
nary structures. Barrier design studies are
under way.

In Toronto a similar debate occurred
around construction of a barrier at the
city’s Bloor Street Viaduct. In 2003, after
nearly six years of discussion, a barrier was
built that has dramatically reduced the
number of suicides there.

In Augusta, comments from people on
both sides of the issue seem to indicate that
the barrier at Memorial Bridge was less
than aesthetically appealing. Mutty said
the state opted for the least-costly option,
a chain-link cyclone fence that had rusted
over the years.

City Manager William Bridgeo told
Psychiatric News that the state Department
of Transportation has already agreed to
replace the barrier with a similar one, but

No suicides occurred on the Memorial Bridge
in Augusta, Maine, while the suicide barriers
were in place.

that if the city wants something more aes-
thetically appealing, it will have to pay the
additional costs. He said those costs would
be approximately $250,000.

Bridgeo explained that in a council
meeting last month, a group of citizens led
by Lerman lodged a formal request for the
question about the bridge barrier to be put
before city voters in a referendum.

He said that under city law, if the citi-
zens group can garner a number of signa-
tures equal to 20 percent of the number of
voters in the last gubernatorial election—
or approximately 1,500 signatures—the
question will be placed on the ballot. They
have 60 days since last month’s city coun-
cil meeting to do so, or until the first week
in August. H
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Government Includes Consumer Input
In Seclusion, Restraint Curriculum

“Consumer-developed” guidelines aim to help mental health facilities train
staff in alternatives to seclusion and restraint.

ormer patients of mental health facil-

ities who were subjected to seclusion

and restraint assisted in the devel-
opment of first-of-their-kind guidelines
recently released by the Substance Abuse
and Mental Health Services Administra-
tion (SAMHSA).

Described as a “training curriculum” for
mental health clinicians, the guidelines are
designed to teach “prevention strategies”
and alternative approaches to avoid and
reduce the use of seclusion and restraint.

“A Roadmap to Seclusion- and Restraint-
Free Mental Health Services for Persons of
All Ages” emphasizes the need to create cul-
tural change within mental health facilities
to reduce the use of seclusion and restraint.

“This is the first training curriculum of
its sort developed by a federal agency for
direct-care staff as a means of reducing or
preventing these practices,” Paolo del Vec-
chio, SAMHSA’s associate director for con-
sumer affairs, told Psychiatric News.

The curriculum lays out specific strate-
gies, including self-care approaches, peer-
provided services, arts programs, and
comfort rooms. Other approaches include
use of advance directives, mediation, ser-

BY RICH DALY

vice animals, and better communication
approaches.

The curriculum was developed for
SAMHSA by the National Association
of Consumer/Survivor Mental Health
Administrators and combines input from
mental health consumers and best practices
described by mental health organizations
nationwide. Research used to create the
curriculum included that of Gayle Blue-
bird, R.N., who studied the use of comfort
rooms as a preventive tool to reduce the
need for seclusion and restraint at Atlantic
Shores Hospital in Florida.

Final recommendations were pilot tested
in two hospitals prior to publication. The
pilot programs found that the curriculum
contributes to steep reductions in the use
of seclusion and restraint, to the extent that
one hospital permanently removed the door
of its seclusion room, said del Vecchio.

State and federal laws and regulations
have increasingly aimed to curb the use
of seclusion and restraint for mental
health care recipients. Among these laws
is the Children’s Health Act of 2000,
which set standards for federally funded
health care facilities and nonmedical

Roadmap Outlines
Other Routes

“A Roadmap to Seclusion- and Restraint-
Free Mental Health Services for Persons
of All Ages” has these seven modules and
an online resources section:

e Teaching a personal understanding of
seclusion and restraint.

e Highlighing the impact of trauma on
patients and staff.

e Reviewing the cultural change and
reform model for patient care.

e [lluminating resiliency and recovery
from the consumer’s perspective.

e |dentifying strategies to reduce and
eliminate seclusion and restraint.

e (Qutlining sustainable change through
both consumer and staff involvement.

e Discussing personal and workplace
action plans to reduce and eliminate
use of seclusion and restraint.

residential facilities for children.

The curriculum can be ordered in CD-
ROM format through SAMHSA’s Na-
tional Mental Health Information Cen-
ter at <www.mentalbealth.sambsa.gov>
or by phone at (800) 789-2647. The cur-
riculum is posted at <www.mentalbealth.
sambsa.gov/publications/allpubs/sma06-
4055/>. 1
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Psych Oral Board Tutorials

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

Opening sessions teach oral examination skills
Fees include doing two practice oral exams
One live-patient and one video taped interviewt

Each exam is 14 hours — time enough for an hour
interview and exam followed by faculty evaluation

Senior faculty include former board examiners

* 6 600

Weekend 4 to 10 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 oral-practice
exams based on a patient interview or a videotape

www.psychtutor.net/m66b 800-285-3283

When you positively must pass

AAPL

The American Academy of Psychiatry
and the Law

FORENSIC PSYCHIATRY
REVIEW COURSE

OCTOBER 23-25, 2006
CHICAGO, ILLINOIS

This intensive three-day course in forensic psychiatry will pro-
vide an in-depth review of selected topics and landmark cases.
Basic concepts will be reviewed along with the latest case law.

A comprehensive 1000-page syllabus with lecture outlines, 95 case
summaries, and 600 self-assessment questions will be provided.

Phillip J. Resnick, M.D., Course Director

Faculty: Thomas G. Gutheil, M.D., Debra A. Pinals, M.D.,
Charles L. Scott, M.D.

The American Academy of Psychiatry and the Law is accredited by
the Accreditation Council for Continuing Medical Education
to sponsor continuing medical education for physicians.

For More Information Contact:

Executive Office
AAPL
One Regency Drive, P.O. Box 30
Bloomfield, CT 06002-0030
(800) 331-1389
Website: www.AAPL.org
or
Dr. Phillip J. Resnick (216) 844-3415
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Law Opens MCO Panels
To ‘Any Willing Provider’

Mental health advocates hail the latest, and surprisingly unopposed, expan-
sion of “any willing provider” laws into Vermont.

mong the first “any willing

provider” measures aimed

specifically at mental health

clinicians, a recently enacted

Vermont law mandates that
insurers provide identical reimbursement,
regardless of whether treatmentis provided
by a member of its provider network.

The measure was hailed by Ver-
mont mental health advocates as the lat-
est refinement of the state’s 1997 mental
health parity law, which required insurers
to provide comparable coverage for men-
tal and other medical conditions. In the
years since approval of that legislation,
the state’s mental health clinicians found
managed care networks effectively lim-
ited mental health care for many residents
by not covering the services of established
clinicians for patients new to the insur-
ance network.

“These days insurance coverage often
changes when people change jobs or move,
so people often lose access to their mental
health or substance abuse health care pro-
vider because they are notin the new insur-
er’s [provider] network,” said Ken Liber-
toff, director of the Vermont Association
for Mental Health. “By passing this legisla-
tion, Vermont reaffirms the right of health
care consumers to receive treatment from
practitioners of their choice as long as they
are licensed and certified by the state of
Vermont.”

Research indicates thatin mental health
care, the relationship between the patient
and clinician is an important variable in
effective treatment, Libertoff said.

Patient Choice Preserved

Supporters described the bill (H 404)
as part of a series of initiatives designed to
preserve patient choice and ensure access
to necessary and appropriate treatment
options. The measure passed after a col-
laborative legislative push by state profes-
sional associations—including the Ver-
mont Psychiatric Association and Vermont
Medical Society—and the major patient
advocacy groups.

The measure’s brief language requires
health insurance plans to include in their
networks “any licensed mental health or
substance abuse [care] provider located
within the geographic coverage area of
the health benefit plan if the provider is
willing to meet the terms and conditions
for participation established by the health
insurer.”

“This bill was a response to concerns
about access to comprehensive treatment
for people with mental illness and substance
abuse disorders,” said David Fassler, M.D.,
legislative representative for the Vermont
Psychiatric Association and a member of
APA’s Board of Trustees. “It eliminates the
use of restrictive or closed panels by insur-
ance companies and/or their managed care
intermediaries.”

Supporters said the need for the mea-
sure was found in estimates that 20 per-
cent to 30 percent of the state’s population
had a diagnosable mental health condi-

BY RICH DALY

tion, but only 7 percent received treat-
ment, which indicated the presence of
barriers to care.

The law, effective July 1, allows psy-
chiatrists or mental health profession-
als to join a network or provider panel if
they are willing to accept the same terms
and conditions applicable to other par-
ticipants. The requirement that clini-
cians agree to insurers’ terms related to
care and fees has caused some consterna-
tion among physicians over similar laws
in other states.

Short-Term Impact Unclear

The law may have some negative impact
onin-network mental health care clinicians
in the short term because it eliminates any
clinician or insurer monopolies on who
gets to treat patients, Libertoff said.

However, over the long term the mea-
sure will benefit patients, who have been
forced to pay out of pocket to continue
receiving care from the same clinician
after they switched insurers.

The bill easily passed both cham-
bers and faced no formal opposition
from insurers, which vigorously opposed
broader any-willing-provider measures
in other states. The industry’s opposition
culminated in the 2003 Supreme Court
decision in Kentucky Association of Health
Plans v. Miller, which found any-willing-
provider state laws were not barred under
the federal Employee Retirement Income
Security Act of 1974 (ERISA). Insurers
had argued that such laws were barred by
ERISA, which preempts state laws regard-
ing employer-provided health plans.

Although no Vermont insurers
responded to calls from Psychiatric News,
supporters of the law credited their lack
of opposition to the broad support for the
measure, the state’s progressive politics,
and early support from Vermont Gov. Jim
Douglas (R). Douglas signed the measure
on May 4.

Opponents of more general any-will-
ing-provider laws in other states have
argued that the measures would increase
costs and reduce coverage options for con-
sumers by limiting health plans’ ability to
negotiate with clinicians for discounted
rates. Disruptions to insurers’ provider
networks would also disrupt their qual-
ity controls for clinicians, insurers have
insisted.

Quality-control measures by insur-
ers, Libertoff said, have been found to
be largely perfunctory, with few detailed
examinations of the quality of care given
by individual clinicians.

Supporters of the bill highlighted sta-
tistics showing that the state’s largest man-
aged behavioral health panel represented
fewer than 50 percent of licensed clini-
cians in the state, and other panels repre-
sent even fewer. They also pointed out that
there are no comparable panel restrictions
for primary care physicians.

A copy of the law is posted at <www.
leg.state.vt.us/docs/legdoc.cfim?URL=/
docs/2006/acts/ACTI129.HTM>. B
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For many patients, when effective
symptom control is needed...
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RISPERDAL is indicated for the treatment of schizophrenia.
RISPERDAL is indicated for the short-term (3-week) treatment of bipolar mania in acute manic or mixed episodes associated with Bipolar | Disorder.

Increased Mortality in Elderly Patients with Dementia—Related Psychosis

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

Commonly observed events: The most commonly observed events associated with RISPERDAL at an incidence of =5% and at least 2x placebo: Bipolar Mania: Monotherapy—somnolence, dystonia,
akathisia, dyspepsia, nausea, parkinsonism, abnormal vision, saliva increase, and myalgia. Schizophrenia: anxiety, somnolence, extrapyramidal symptoms, dizziness, constipation, nausea, dyspepsia, rhinitis,
rash, and tachycardia.

Hyperglycemia and diabetes: Hyperglycemia, some cases extreme and associated with ketoacidosis, hyperosmolar coma or death has been reported in patients treated with atypical antipsychotics (APS),
including RISPERDAL. Patients starting treatment with APS who have or are at risk for diabetes, should undergo fasting blood glucose testing at the beginning of and during treatment. Patients who develop
symptoms of hyperglycemia should also undergo fasting blood glucose testing.

Tardive dyskinesia (TD): As with all antipsychotic medications, prescribing should be consistent with the need to minimize the risk of TD; if its signs and symptoms appear, discontinuation of RISPERDAL
should be considered. Elderly patients appeared to be at increased risk for TD.

Neuroleptic malignant syndrome (NMS): NMS has been reported rarely with this class of medications, including RISPERDAL and appropriate management should be employed.
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Cerebrovascular adverse events (CAEs): CAEs, including fatalities, have been reported in elderly patients with dementia-related psychosis taking risperidone in clinical trials. The incidence of CAEs with
risperidone was significantly higher than with placebo. RISPERDAL is not approved for treating these patients.

*All items of the Young Mania Rating Scale (YMRS) improved significantly (content, speech, irritability, sleep, disruptive/aggressive behavior, energy, elevated mood, language/thought
disorder, sexual interest, and insight) with the exception of appearance. The YMRS is an 11-item scale consisting of items intended to assess disease severity in patients already diagnosed
with mania.

"The study was not powered to draw conclusions of efficacy for individual items of the YMRS. Demonstrated in a multicenter, randomized, double-blind, placebo-controlled, 3-week trial (N=259) that assessed the antimanic efficacy of risperidone relative
to placebo in patients with bipolar mania in 2 parallel-treatment groups: placebo and risperidone 1- to 6-mg flexible dose daily. Starting dose for the risperidone group was 3 mg/day. Mean modal dose for the risperidone group was 4.1 mg/day.

‘Demonstrated in two 8-week, randomized, double-blind, placebo-controlled trials comparing the efficacy and safety of risperidone and haloperidol in patients with schizophrenia (N=513). Patients were randomly assigned to 1 of 6 fixed-dose, parallel-
treatment groups: 2, 6, 10, or 16 mg/day of risperidone, 20 mg/day of haloperidol, or placebo. The study was not powered to show a difference between RISPERDAL and haloperidol.

References: 1. Hirschfeld RMA, Keck PE, Kramer M, et al. Rapid antimanic effect of risperidone monotherapy: a 3-week multicenter, double-blind, placebo-controlled trial. Am J Psychiatry. 2004;161:1057-1065. 2. Marder SR, Davis JM, Chouinard G. The effects
of risperidone on the five dimensions of schizophrenia derived by factor analysis: combined results of the North American trials. J Clin Psychiatry. 1997;58:538-546. 3. FDA approval 1993. 4. IMS HEALTH, NPA Plus™, TRXs, 1994 through June 2005.

Please see brief summary of full Prescribing Information, including Boxed Warning, on adjacent page.
Visit our Web site at risperdal.com
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RISPERDAL RISPERDAL® M-TAB®

(RISPERIDONE) (RISPERIDONE)
TABLETS/ORAL SOLUTION ORALLY DISINTEGRATING TABLETS

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

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly pati with d ia-related psy is 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 e.g.,

heart failure, sudden death) or infectious (e.g., pneumonia) in nature. RISPERDAL® (risperidone) is not
approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS AND USAGE: RISPERDAL® (risperidone) is indicated for the treatment of schizophrenia.
Monotherapy: RISPERDAL® is indicated for the short-term treatment of acute manic or mixed episodes associated
with Bipolar | Disorder. Combination Therapy: The combination of RISPERDAL® with lithium or valproate is indicated
for the short-term treatment of acute manic or mixed episodes associated with Bipolar | Disorder.
CONTRAINDICATIONS: RISPERDAL® (risperidone) is contraindicated in patients with a known hypersensitivity to
the product.

WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with
dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk of death
compared to placebo. RISPERDAL® (risperidone) is not approved for the treatment of dementia-related
psychosis (see Boxed Warning). Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic
drugs. 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. I signs and symptoms of tardive dyskinesia appear in a patient
treated with RISPERDAL®, drug discontinuation should be considered. However some patients may require treatment
with RISPERDAL® despite the presence of the syndrome. Cerebr Ad Events, Including Stroke, in
Elderly Patients With Dementia-Related Psychosis: Cerebrovascular adverse events (eg stroke, transient
ischemic attack), including fatalities, were reported in patients (mean age 85 years; range 73-97) in 1rials of risperidone
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 risperidone compared to patients treated with
placebo. RISPERDAL® is not approved for the treatment of patients with dementia-related psychosis. (See also Boxed
WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis.)
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics including RISPERDAL®.
Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should be
monitored regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family
history of diabetes) who are starting treatment with atypical antipsychotics should undergo fasting blood glucose testing
at the beginning of treatment and penod|ca||y during treatment.

PRECAUTIONS: I: Ortt Hyp ion: RISPERDAL® (risperidone) may induce orthostatic hypotension
associated with dizziness, tachycardia, and in some patients, syncope, especially during the initial dose-titration period,
probably reflecting its alpha-adrenergic antagonistic properties. Syncope was reported in 0.2% (6/2607) of
RISPERDAL®-treated patients in Phase 2 and 3 studies. The risk of orthostatic hypotension and syncope may be
minimized by limiting the initial dose to 2 mg total (either QD or 1 mg BID) in normal adults and 0.5 mg BID in the
elderly and patients with renal or hepatic impairment (see DOSAGE AND ADMINISTRATION in full P1). Monitoring of
orthostatic vital signs should be considered in patients for whom this is of concern. A dose reduction should be
considered if hypotension occurs. RISPERDAL® should be used with particular caution in patients with known
cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or conduction abnormalities),
cerebrovascular disease, and conditions which would predispose patients to hypotension, e.g., dehydration and
hypovolemia. Clinically significant hypotension has been observed with concomitant use of RISPERDAL® and
antihypertensive medication. Seizures: RISPERDAL® should be used cautiously in patients with a history of seizures.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration
pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer's dementia.
RISPERDAL® and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia. (See
also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis.)
Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, risperidone elevates prolactin levels
and the elevation persists during chronic administration. Neither clinical studies nor epidemiologic studies conducted to
date have shown an association between chronic administration of this class of drugs and tumorigenesis in humans; the
available evidence is considered too limited to be conclusive at this time. Potential for Cognitive and Motor
Impairment: Somnolence was a commonly reported adverse event associated with RISPERDAL® treatment, especially
when ascertained by direct questioning of patients. This adverse event is dose-related. Patients should be cautioned
about operating hazardous machinery, including automobiles, until they are reasonably certain that RISPERDAL®
therapy does not affect them adversely. Priapism: Rare cases of priapism have been reported. Thrombotic
Thrombocytopenic Purpura (TTP): A single case of TTP was reported in a 28 year-old female patient receiving
RISPERDAL® in a large, open premarketing experience (approximately 1300 patients). She experienced jaundice,
fever, and bruising, but eventually recovered after receiving plasmapheresis. The relationship to RISPERDAL® therapy
is unknown. Antiemetic Effect: Risperidone has an antiemetic effect in animals; this effect may also occur in humans,
and may mask signs and symptoms of overdosage with certain drugs or of conditions such as intestinal obstruction,
Reye's syndrome, and brain tumor. Body Temperature Regulation: Disruption of body temperature regulation has
been attributed to antipsychotic agents. Caution is advised when prescribing for patients who will be exposed to
temperature extremes. Suicide: The possibility of a suicide attempt is inherent in schizophrenia, and close supervision
of high-risk patients should accompany drug therapy. Use in Patients With Concomitant lliness: Clinical experience
with RISPERDAL® in patients with certain concomitant systemic illnesses is limited. Patients with Parkinson’s Disease
or Dementia with Lewy Bodies who receive antipsychotics, including RISPERDAL®, may be at increased risk of
Neuroleptic Malignant Syndrome as well as having an increased sensitivity to antipsychotic medications. Manifestation
of this increased sensitivity can include confusion, obtundation, postural instability with frequent falls, in addition to
extrapyramidal symptoms. Caution is advisable in using RISPERDAL® in patients with diseases or conditions that could
affect metabolism or hemodynamic responses. Increased plasma concentrations of risperidone and
9-hydroxyrisperidone occur in patients with severe renal impairment, and in patients with severe hepatic impairment. A
lower starting dose should be used in such patients. Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe RISPERDAL®: Phenylketonurics: Phenylalanine is a
component of aspartame. Each 4 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.84 mg
phenylalanine; each 3 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.63 mg phenylalanine; each
2 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.42 mg phenylalanine; each 1 mg RISPERDAL®
M-TAB® Orally Disintegrating Tablet contains 0.28 mg phenylalanine; and each 0.5 mg RISPERDAL® M-TAB® Orally
Disintegrating Tablet contains 0.14 mg phenylalanine. Drug Interactions: The interactions of RISPERDAL® and other
drugs have not been systematically evaluated. Given the primary CNS effects of risperidone, caution should be used
when RISPERDAL® is taken in combination with other centrally acting drugs and alcohol. Because of its potential for
inducing hypotension, RISPERDAL® may enhance the hypotensive effects of other therapeutic agents with this
potential. RISPERDAL® may antagonize the effects of levodopa and dopamine agonists. Chronic administration of
clozapine with risperidone may decrease the clearance of risperidone. Carbamazepine and Other Enzyme Inducers:
In a drug interaction study in schizophrenic patients, 11 subjects received risperidone titrated to 6 mg/day for 3 weeks,
followed by concurrent administration of carbamazepine for an additional 3 weeks. During co-administration, the plasma
concentrations of risperidone and its pharmacologically active metabolite, 9-hydroxyrisperidone, were decreased by
about 50%. Plasma concentrations of carbamazepine did not appear to be affected. The dose of risperidone may need
to be titrated accordingly for patients receiving carbamazepine, particularly during initiation or discontinuation of
carbamazepine therapy. Co-administration of other known enzyme inducers (e.g., phenytoin, rifampin, and
phenobarbital) with risperidone may cause similar decreases in the combined plasma concentrations of risperidone and
9-hydroxyrisperidone, which could lead to decreased efficacy of risperidone treatment. Fluoxetine and Paroxetine:
Fluoxetine (20 mg QD) and paroxetine (20 mg QD) have been shown to increase the plasma concentration of
risperidone 2.5-2.8 fold and 3-9 fold respectively. Fluoxetine did not affect the plasma concentration of
9-hydroxyrisperidone. Paroxetine lowered the concentration of 9-hydroxyrisperidone by about 10%. When either
concomitant fluoxetine or paroxetine is initiated or discontinued, the physician should re-evaluate the dosing of
RISPERDAL®. The effects of discontinuation of concomitant fluoxetine or paroxetine therapy on the pharmacokinetics of
risperidone and 9-hydroxyrisperidone have not been studied. Lithium: Repeated oral doses of risperidone (3 mg BID)
did not affect the exposure (AUC) or peak plasma concentrations (C,,,,) of lithium (n=13). Valproate: Repeated oral
doses of risperidone (4 mg QD) did not affect the pre-dose or average plasma concentrations and exposure (AUC) of
valproate (1000 mg/day in three divided doses) compared to placebo (n=21). However, there was a 20% increase in
valproate peak plasma concentration (C,,,) after concomitant administration of risperidone. Digoxin: RISPERDAL®
(0.25 mg BID) did not show a clinically relevant effect on the pharmacokinetics of digoxin. Drugs That Inhibit CYP 2D6
and Other CYP Isozymes: Risperidone is metabolized to 9-hydroxyrisperidone by CYP 2D6, an enzyme that is
polymorphic in the population and that can be inhibited by a variety of psychotropic and other drugs (see CLINICAL
PHARMACOLOGY in full Pl). Drug interactions that reduce the metabolism of risperidone to 9-hydroxyrisperidone
would increase the plasma concentrations of risperidone and lower the concentrations of 9-hydroxyrisperidone.
Analysis of clinical studies involving a modest number of poor metabolizers (n=70) does not suggest that poor and
extensive metabolizers have different rates of adverse effects. No comparison of effectiveness in the two groups has
been made. In vitro studies showed that drugs metabolized by other CYP isozymes, including 1A1, 1A2, 2C9, 2C19,
and 3A4, are only weak inhibitors of risperidone metabolism. There were no significant interactions between risperidone
and erythromycin (see CLINICAL PHARMACOLOGY in full PI). Drugs Metabolized by CYP 2D6: In vitro studies
indicate that risperidone is a relatively weak inhibitor of CYP 2D6. Therefore, RISPERDAL® is not expected to
substantially inhibit the clearance of drugs that are metabolized by this enzymatic pathway. In drug interaction studies,
risperidone did not significantly affect the pharmacokinetics of donepezil and galantamine, which are metabolized by
CYP 2D6. Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were
conducted in Swiss albino mice and Wistar rats. Risperidone was administered in the diet at doses of 0.63, 2.5, and
10 mg/kg for 18 months to mice and for 25 months to rats. These doses are equivalent to 2.4, 9.4, and 37.5 times the
maximum recommended human dose (MRHD) (16 mg/day) on a mg/kg basis or 0.2, 0.75, and 3 times the MRHD
(mice) or 0.4, 1.5, and 6 times the MRHD (rats) on a mg/m? basis. There were statistically significant increases in
pituitary gland adenomas, endocrine pancreas adenomas, and mammary gland adenocarcinomas. These findings are
considered to be prolactin-mediated. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see PRECAUTIONS, General - Hyperprolactinemia). Mutagenesis: No evidence of
mutagenic potential for risperidone was found. Impairment of Fertility: Risperidone (0.16 to 5 mg/kg) was shown to
impair mating, but not fertility, in Wistar rats in three reproductive studies at doses 0.1 to 3 times the maximum
recommended human dose (MRHD) on a mg/m? basis. Pregnancy: Pregnancy Category C: The teratogenic potential
of risperidone was studied in three Segment Il studies in Sprague-Dawley and Wistar rats (0.63-10 mg/kg or 0.4 to 6
times the maximum recommended human dose [MRHD] on a mg/m? basis) and in one Segment II study in New
Zealand rabbits (0.31-5 mg/kg or 0.4 to 6 times the MRHD on a mg/m? basis). The incidence of malformations was not
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increased compared to control in offspring of rats or rabbits given 0.4 to 6 times the MRHD on a mg/m? basis. In three
reproductive studies in rats (two Segment Il and a multigenerational study), there was an increase in pup deaths during
the first 4 days of lactation at doses of 0.16-5 mg/kg or 0.1 to 3 times the MRHD on a mg/m? basis. It is not known
whether these deaths were due to a direct effect on the fetuses or pups or to effects on the dams. There was no no-
effect dose for increased rat pup mortality. In one Segment IIl study, there was an increase in stillborn rat pups at a
dose of 2.5 mg/kg or 1.5 times the MRHD on a mg/m? basis. In a cross-fostering study in Wistar rats, toxic effects on
the fetus or pups, as evidenced by a decrease in the number of live pups and an increase in the number of dead pups
at birth (Day 0), and a decrease in birth weight in pups of drug-treated dams were observed. In addition, there was an
increase in deaths by Day 1 among pups of drug-treated dams, regardless of whether or not the pups were cross-
fostered. Risperidone also appeared to impair maternal behavior in that pup body weight gain and survival (from Day 1
to 4 of lactation) were reduced in pups born to control but reared by drug-treated dams. These effects were all noted at
the one dose of risperidone tested, i.e., 5 mg/kg or 3 times the MRHD on a mg/m? basis. Placental transfer of
risperidone occurs in rat pups. There are no adequate and well-controlled studies in pregnant women. However, there
was one report of a case of agenesis of the corpus callosum in an infant exposed to risperidone in utero. The causal
relationship to RISPERDAL® therapy is unknown. Reversible extrapyramidal symptoms in the neonate were observed
following postmarketing use of risperidone during the last trimester of pregnancy. RISPERDAL® should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus. Labor and Delivery: The effect of
RISPERDAL® on labor and delivery in humans is unknown. Nursing Mothers: In animal studies, risperidone and
9-hydroxyrisperidone are excreted in milk. Risperidone and 9-hydroxyrisperidone are also excreted in human breast
milk. Therefore, women receiving risperidone should not breast-feed. Pediatric Use: Safety and effectiveness in
children have not been established. Geriatric Use: Clinical studies of RISPERDAL® in the treatment of schizophrenia
did not include sufficient numbers of patients aged 65 and over to determine whether or not they respond differently
than younger patients. Other reported clinical experience has not identified differences in responses between elderly
and younger patients. In general, a lower starting dose is recommended for an elderly patient, reflecting a decreased
pharmacokinetic clearance in the elderly, as well as a greater frequency of decreased hepatic, renal, or cardiac
function, and of concomitant disease or other drug therapy (see CLINICAL PHARMACOLOGY and DOSAGE AND
ADMINISTRATION in full PI). While elderly patients exhibit a greater tendency to orthostatic hypotension, its risk in the
elderly may be minimized by limiting the initial dose to 0.5 mg BID followed by careful titration (see PRECAUTIONS).
Monitoring of orthostatic vital signs should be considered in patients for whom this is of concern. This drug is
substantially excreted by the kidneys, and the risk of toxic reactions to this drug may be greater in patients with
impaired renal function. Because elderly patients are more likely to have decreased renal function, care should be taken
m dose selection, and it may be useful to monitor renal function (see DOSAGE AND ADMINISTRATION in full PI).
i use with F ide in Elderly Patients with Dementia-Related Psychosis: In placebo-controlled
trlals in elderly patients with dementia-related psychosis, a higher incidence of mortality was observed in patients
treated with furosemide plus risperidone when compared to patients treated with risperidone alone or with placebo plus
furosemide. No pathological mechanism has been identified to explain this finding, and no consistent pattern for cause
of death was observed. An increase of mortality in elderly patients with dementia-related psychosis was seen with the
use of RISPERDAL® regardless of concomitant use with furosemide. RISPERDAL® is not approved for the treatment of
patients with dementia-related psychosis. (See Boxed WARNING, WARNINGS: Increased Mortality in Elderly
Patients with Dementia-Related Psychosis.)
ADVERSE REACTIONS: A d With Di inuation of Tr Bipolar Mania: In the US placebo-
controlled trial with risperidone as monotherapy, approximately 8% (10/134) of RISPERDAL®-treated patients
discontinued treatment due to an adverse event, compared with approximately 6% (7/125) of placebo-treated patients.
The adverse events associated with discontinuation and considered to be possibly, probably, or very likely drug-related
included paroniria, somnolence, dizziness, extrapyramidal disorder, and muscle contractions involuntary. Each of these
events occurred in one RISPERDAL®-treated patient (0.7%) and in no placebo-treated patients (0%). In the US
placebo-controlled trial with risperidone as adjunctive therapy to mood stabilizers, there was no overall difference in the
incidence of discontinuation due to adverse events (4% for RISPERDAL® vs. 4% for placebo). Incidence in Controlled
Trials: Commonly Observed Adverse Events in Controlled Clinical Trials: Bipolar Mania: In the US placebo-
controlled trial with risperidone as monotherapy, the most commonly observed adverse events associated with the use
of RISPERDAL® (incidence of 5% or greater and at least twice that of placebo) were somnolence, dystonia, akathisia,
dyspepsia, nausea, parkinsonism, vision abnormal, and saliva increased. In the US placebo-controlled trial with
risperidone as adjunctive therapy to mood stabilizers, the most commonly observed adverse events associated with the
use of RISPERDAL® were somnolence, dizziness, parkinsonism, saliva increased, akathisia, abdominal pain, and
urinary incontinence. Adverse Events Occurring at an Incidence of 2% or More Among RISPERDAL®-Treated Patients -
Bipolar Mania: Adverse events that occurred at an incidence of 2% or more, and were more frequent among patients
treated with flexible doses of RISPERDAL® (1-6 mg daily as monotherapy and as adjunctive therapy to mood
stabilizers, respectively) than among patients treated with placebo. Reported adverse events were classified using the
World Health Organization preferred terms. Incidence of Treatment-Emergent Adverse Events in a 3-Week, Placebo-
Controlled Trial-Monotherapy in Bipolar Mania. Body System/Preferred Term: Central & peripheral nervous
system: Dystonia, Akathisia, Dizziness, Parkinsonism, Hypoaesthesia Psychiatric: Somnolence, Agitation, Manic
reaction, Anxiety, Concentration impaired Gastrointestinal system: Dyspepsia, Nausea, Saliva increased, Mouth dry
Body as a whole - general: Pain, Fatigue, Injury Respiratory system: Sinusitis, Rhinitis, Coughing Skin and
appendages: Acne, Pruritus Musculo-Skeletal: Myalgia, Skeletal pain Metabolic and nutritional: Weight increase
Vision disorders: Vision abnormal Cardiovascular, general: Hypertension, Hypotension Heart rate and rhythm:
Tachycardia. Incidence of Treatment-Emergent Adverse Events in a 3-Week, Placebo-Controlled Trial — Adjunctive
Therapy in Bipolar Mania. Body System/Preferred Term: Gastrointestinal system: Saliva increased, Diarrhea,
Abdominal pain, Constipation, Mouth dry, Tooth ache, Tooth disorder Central & peripheral nervous system:
Dizziness, Parkinsonism, Akathisia, Dystonia Psychiatric: Somnolence, Anxiety, Confusion Respiratory system:
Rhinitis, Pharyngitis, Coughing Body as a whole - general: Asthenia Urinary system: Urinary incontinence Heart rate
and rhythm: Tachycardia Metabolic and nutritional: Weight increase Skin and appendages: Rash. Dose
Dependency of Adverse Events: Data from two fixed-dose trials provided evidence of dose-relatedness for
extrapyramidal symptoms associated with risperidone treatment. These symptoms include: sleepiness, increased
duration of sleep, accommodation disturbances, orthostatic dizziness, palpitations, weight gain, erectile dysfunction,
ejaculatory dysfunction, orgastic dysfunction, asthenia/lassitude/increased fatigability, and increased pigmentation. Vital
Sign Changes: RISPERDAL® is associated with orthostatic hypotension and tachycardia (see PRECAUTIONS).
Weight Changes: A statistically significantly greater incidence of weight gain for RISPERDAL® (18%) compared to
placebo (9%). Laboratory Changes: A between-group comparison for 6- to 8-week placebo-controlled trials revealed
no statistically significant RISPERDAL®/placebo differences in the proportions of patients experiencing potentially
important changes in routine serum chemistry, hematology, or urinalysis parameters. Similarly, there were no
RISPERDAL®/placebo differences in the incidence of discontinuations for changes in serum chemistry, hematology, or
urinalysis. However, RISPERDAL® administration was associated with increases in serum prolactin (see
PRECAUTIONS). ECG Changes: Between-group comparisons for pooled placebo-controlled trials revealed no
statistically significant differences between risperidone and placebo in mean changes from baseline in ECG
parameters, including QT, QTc, and PR intervals, and heart rate. When all RISPERDAL® doses were pooled from
randomized controlled trials in several indications, there was a mean increase in heart rate of 1 beat per minute
compared to no change for placebo patients. In short-term schizophrenia trials, higher doses of risperidone (8-16
mg/day) were associated with a higher mean increase in heart rate compared to placebo (4-6 beats per minute). Other
Events Observed During the Premarketing Evaluation of RISPERDAL®: During its premarketing assessment,
multiple doses of RISPERDAL® were administered to 2607 patients in Phase 2 and 3 studies and the following
reactions were reported: (Note: frequent adverse events are those occurring in at least 1/100 patients; infrequent
adverse events are those occurring in 1/100 to 1/1000 patients. It is important to emphasize that, although the events
reported occurred during treatment with RISPERDAL®, they were not necessarily caused by it). Psychiatric Disorders:
Frequent: increased dream activity*, diminished sexual desire*, nervousness. Infrequent: impaired concentration,
depression, apathy, catatonic reaction, euphoria, increased libido, amnesia. Rare: emotional lability, nightmares,
delirium, withdrawal syndrome, yawning. Central and Peripheral Nervous System Disorders: Frequent: increased
sleep duration*. Infrequent: dysarthria, vertigo, stupor, paraesthesia, confusion. Rare: aphasia, cholinergic syndrome,
hypoesthesia, tongue paralysis, leg cramps, torticollis, hypotonia, coma, migraine, hyperreflexia, choreoathetosis.
Gastrointestinal Disorders: Frequent: anorexia, reduced salivation*. Infrequent: flatulence, diarrhea, increased
appetite, stomatitis, melena, dysphagia, hemorrhoids, gastritis. Rare: fecal incontinence, eructation, gastroesophageal
reflux, gastroenteritis, esophagitis, tongue discoloration, cholelithiasis, tongue edema, diverticulitis, gingivitis, discolored
feces, GI hemorrhage, hematemesis. Body as a Whole/General Disorders: Frequent: fatigue. Infrequent: edema,
rigors, malaise, influenza-like symptoms. Rare: pallor, enlarged abdomen, allergic reaction, ascites, sarcoidosis,
flushing. Respiratory System Disorders: Infrequent: hyperventilation, bronchospasm, pneumonia, stridor. Rare:
asthma, increased sputum, aspiration. Skin and Appendage Disorders: Frequent: increased pigmentation*,
photosensitivity*. Infrequent: increased sweating, acne, decreased sweating, alopecia, hyperkeratosis, pruritus, skin
exfoliation. Rare: bullous eruption, skin ulceration, aggravated psoriasis, furunculosis, verruca, dermatitis lichenoid,
hypertrichosis, genital pruritus, urticaria. Cardiovascular Disorders: Infrequent: palpitation, hypertension, hypotension,
AV block, myocardial infarction. Rare: ventricular tachycardia, angina pectoris, premature atrial contractions, T wave
inversions, ventricular extrasystoles, ST depression, myocarditis. Vision Disorders: Infrequent: abnormal
accommodation, xerophthalmia. Rare: diplopia, eye pain, blepharitis, photopsia, photophobia, abnormal lacrimation.
Metabolic and Nutritional Disorders: Infrequent: hyponatremia, weight increase, creatine phosphokinase increase,
thirst, weight decrease, diabetes mellitus. Rare: decreased serum iron, cachexia, dehydration, hypokalemia,
hypoproteinemia, hyperphosphatemia, hypertriglyceridemia, hyperuricemia, hypoglycemia. Urinary System Disorders:
Frequent: polyuria/polydipsia*. Infrequent: urinary incontinence, hematuria, dysuria. Rare: urinary retention, cystitis,
renal insufficiency. Musculo-Skeletal System Disorders: Infrequent: myalgia. Rare: arthrosis, synostosis, bursitis,
arthritis, skeletal pain. Reproductive Disorders, Female: Frequent: menorrhagia®, orgastic dysfunction®, dry vagina®.
Infrequent: nonpuerperal lactation, amenorrhea, female breast pain, leukorrhea, mastitis, dysmenorrhea, female
perineal pain, intermenstrual bleeding, vaginal hemorrhage. Liver and Biliary System Disorders: Infrequent:
increased SGOT, increased SGPT. Rare: hepatic failure, cholestatic hepatitis, cholecystitis, cholelithiasis, hepatitis,
hepatocellular damage. Platelet, Bleeding, and Clotting Disorders: Infrequent: epistaxis, purpura. Rare: hemorrhage,
superficial phlebitis, thrombophlebitis, thrombocytopenia. Hearing and Vestibular Disorders: Rare: tinnitus,
hyperacusis, decreased hearing. Red Blood Cell Disorders: Infrequent: anemia, hypochromic anemia. Rare:
normocytic anemia. Reproductive Disorders, Male: Frequent: erectile dysfunction®. Infrequent: ejaculation failure.
White Cell and Resistance Disorders: Rare: leukocytosis, lymphadenopathy, leucopenia, Pelger-Huet anomaly.
Endocrine Disorders: Rare: gynecomastia, male breast pain, antidiuretic hormone disorder. Special Senses: Rare:
bitter taste.*Incidence based on elicited reports. Postintroduction Reports: Adverse events reported since market
introduction which were temporally (but not necessarily causally) related to RISPERDAL® therapy, include the following:
anaphylactic reaction, angioedema, apnea, atrial fibrillation, benign pituitary adenomas, cerebrovascular disorder,
including cerebrovascular accident, diabetes mellitus aggravated, including diabetic ketoacidosis, hyperglycemia,
intestinal obstruction, jaundice, mania, pancreatitis, Parkinson’s disease aggravated, pulmonary embolism. There have
been rare reports of sudden death and/or cardiopulmonary arrest in patients receiving RISPERDAL®. A causal
relationship with RISPERDAL® has not been established. It is important to note that sudden and unexpected death may
occur in psychotic patients whether they remain untreated or whether they are treated with other antipsychotic drugs.
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: RISPERDAL® (risperidone) is not a controlled substance.
For more information on symptoms and treatment of overdosage, see full Prescribing Information.
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An Effective Treatment for

the Maintenance of Abstinence
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® 2 to 3 times more patients maintained abstinence vs
placebo in long- and short-term studies, respectively’

® Works well with a variety of psychosocial therapies
® Excellent safety and tolerability profile

® Unique mechanism of action is thought to restore
neurotransmitter balance™

® Used in over 1.5 million patients worldwide
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Member of Famously Troubled Clan
Ensures Own Mental Health

ears after growing up in a

family in which dysfunc-

tion and mental illness were

“swept under the carpet,”

actress and author Mariel
Hemingway told APA annual meeting
attendees that it is crucial to make suicide
part of a national dialogue.

The topic of suicide is something with
which Hemingway is all too familiar. Her
grandfather, author and Nobel laureate
Ernest Hemingway, committed suicide
in July 1961 at age 61, four months before
her birth. Ernest’s grandfather, father, and
great uncle also took their own lives.

Hemingway said she believes that her
grandfather’s alcoholism and suicidal ten-
dencies were related to a fear of not being
able to sustain the level of creativity and liter-
ary genius for which he had gained fame.

In 1996 suicide struck even closer to
home for Hemingway when her 41-year-
old sister, actress and model Margaux, died
from an overdose of a sedative. At first the
family was told that her death was acci-
dental, but after a two-week investigation,
officials ruled it a suicide.

BY EVE BENDER

“For years, I could not wrap my head
around this,” Hemingway told APA past
president Richard Harding, M.D. “I did
not want to accept that this was the case.”

Hemingway sat down with Harding
to discuss her upbringing and career as
an actress and author for the fifth annual
Conversations event of the American Psy-
chiatric Foundation in May at APA’s 2006
annual meeting in Toronto. Each year
AstraZeneca provides an educational grant
to support the event.

It was only a few years later while attend-
ing a suicide-prevention function that
Hemingway was able to admit—to herself
and others—that her sister had committed
suicide. “I realized there was no shame init—
it didn’t make me bad, and it didn’t make my
family bad. . .. I think it’s very important to
talk about suicide, and know thatit’s not your
fault if you are a survivor.”

Hemingway grew up in a small town in
Idaho as the youngest of three sisters in a
somewhat chaotic environment. “My par-
ents were alcoholics,” she said. “T'here was a
lot of pain, a lot of yelling and screaming.”

In addition, one of her older sisters, Muf-

fet, experienced frequent bouts with psycho-
sis and was in and out of psychiatric institu-
tions when Hemingway was growing up.

Due to her father’s strained relationship
with his father, there was little mention of
the famed writer in the household.

Hemingway noticed that something was
different about her family when she realized
that her elementary school carried the family
name and the teachers and children treated
her differently.

“When I handed in a kid’s paper that
was just kind of average, they looked at me
as if to say, ‘Oh, that’s too bad,” ” Heming-
way said with a laugh.

Her sister Margaux left Idaho for New
York City as a teenager for a screen test
and “literally became an overnight suc-
cess,” Hemingway said.

Margaux helped her younger sister
embark on a film career as well. In 1976
She debuted in the film “Lipstick,” along-
side her sister, and three years later Mariel
was nominated for an Academy Award for
her role as Woody Allen’s teenage lover in
the movie “Manhattan.”

Hemingway said she moved to New
York City during the filming of the movie
“to free myself of this somewhat difficult
family I was in.”

In the meantime, her sister’s life was
beginning to become increasingly compli-
cated. Symptoms of mental illness became
more pronounced as time went on, and she
experienced psychotic symptoms in the
months before she took her life, Heming-
way noted.

Hemingway’s life took a different direc-

Toronto Blue Jays

APA President and baseball lover Steven Sharfstein, M.D., had nothing on Blue Jays starting pitcher Josh Towers when Sharfstein threw out the first
ball in the club’s game against the Tampa Bay Devil Rays on May 24. The game was a fundraiser for the American Psychiatric Foundation.

Fundraiser Hits One out of the Park

PA members and their baseball-loving president were taken out to a ball-
game during APA’s 2006 annual meeting in Toronto in May. The occa-
sion was a double play: not only did members and their guests get to see a
competitive match-up between the Toronto Blue Jays and Tampa Bay Devil
Rays, but also part of the purchase price of their tickets went toward the
team’s CAN $3,400 donation to the American Psychiatric Foundation.
The idea for the APA-Blue Jays fund-raising collaboration began when
Harry Einbinder of the Blue Jays organization approached Michele Wer-
ner, the foundation’s development director. The foundation agreed to han-
dle all of the promotion through Psychiatric News and mailers to annual
meeting attendees, and a ticket booth was set up during the meeting at the
Toronto Convention Centre. Baseball caps bearing the American Psychi-
atric Foundation’s logo were made available to all APA ticket holders.
“This event was a major hit with attendees, and we are exploring a similar
collaboration with the Padres for next year’s annual meeting in San Diego,”
said Werner. “We received much favorable feedback and interest and look
forward to future events that are both entertaining and support the foun-

dation’s philanthropic mission.”

Altha J. Stewart, M.D. (left), president of the American
Psychiatric Foundation, and Michele Werner, director of
development for the American Psychiatric Foundation, hold
a ceremonial check presented by a Blue Jays’ third-base
coach on center field before the Toronto Blue Jays-Tampa
Bay Devil Rays game on May 24. Almost 500 game tickets
were purchased, increasing the final amount of the Blue
Jays’ donation to CAN $3,400.

Toronto Blue Jays

The evening’s only disappointment was that the Blue Jays lost to the Devil Rays, 10-8 H.
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Mariel Hemingway: “The ability to calm my
body and mind [through yoga and meditation]
has been very powerful for me.”.

tion. “Everything I did was to create bet-
ter health for myself,” she acknowledged.
“I come from addiction and was clearly
addicted to health and wellness.”

Though her obsession with health bor-
dered on the unhealthy—she admitted to
having an eating disorder at one point in
her life—she has now found the balance
she’s long searched for, Hemingway said.

About 20 years ago, she began practic-
ing yoga and meditation. In what s a cross
between a memoir and a guide to yoga and
meditation, Finding My Balance, Heming-
way described the benefits she has derived
from the practice of yoga. She has writ-
ten another book about tools for wellness,
which will be published next year.

“I'am a big believer in the fact thatif my
grandfather were to do it all over again, he
would be healthy,” she said. W

Bylaws Change

At its December 2005 and March 2006
meetings, the Board of Trustees approved
amendments to the APA Bylaws, and, in
accordance with Bylaws Chapter 11.2,
which states that amendments to the
Bylaws by the Board of Trustees require
(1) the approval of a two-thirds majority of
the voting members of the Board present
at a meeting at which a quorum is pres-
ent, and (2) subsequent ratification by a
two-thirds vote by strength of Assembly
members present at a meeting at which a
quorum is present, forwarded the amend-
ments to the Assembly for action at its
May 2006 meeting.

The Assembly ratified amendments to
Bylaws in Chapter 5.5 and Chapter 5.10
to change the name of the Budget Com-
mittee to the Finance and Budget Com-
mittee and to change the name of the
Reference Committee to the Joint Refer-
ence Committee.

The Assembly also ratified an amend-
ment to Chapter 2.5 that updates the lan-
guage of the existing dual-membership
requirement. As amended, Chapter 2.5
states: “No person, except as exempted
by the Board or as otherwise provided in
these Bylaws, shall become or remain a
member of the Association unless that
person is a member of a District Branch
and participates in continuing education
according to the standards of the Asso-
ciation.”
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Nondrug Depression Treatments
Show Promise for Certain Patients

Advances in existing and novel brain stimulation therapies are aimed at
providing significant relief to the 4 million Americans with treatment-resistant

depression.

inding effective therapeutic

options for patients with dif-

ficult-to-treat, or treatment-

resistant, depression remains

a significant challenge. Yet
encouraging progress with two nonphar-
macologic treatment options—vagus nerve
stimulation (VNS) and transcranial mag-
netic stimulation (TMS)—may soon offer
more choices of safe and effective treat-
ments that represent substantial improve-
ments over traditional electroconvulsive
therapy and/or polypharmacy.

A series of presentations during APA’s
2006 annual meeting in May gave attend-
ees a firsthand look at new data from com-
pany-sponsored research on the efficacy
and safety of VNS in patients with treat-
ment-resistant depression who have failed
at least four adequate trials of antidepres-
sant therapy, as well as company-spon-
sored clinical trials data submitted to the
FDA in support of the efficacy and safety
of TMS.

Indeed, both Cyberonics Inc., which
markets the VNS system, and Neuronetics
Inc., which hopes to win FDA approval to
market the TMS system, were highly vis-
ible at the annual meeting. Both companies
had representative clinicians and research-

BY JIM ROSACK

ers working with each system at the meet-
ing and presented new data on short-term
as well as longer-term efficacy of each of
the “therapeutic neuromodulation” tech-
niques, along with safety data, during new
research poster presentations, symposia,
and workshops.

According to Cyberonics, the company
has trained more than 5,000 psychiatrists
in the use of the VNS system, and more
than 10,000 patients have been identified
as potentially appropriate candidates for
VNS therapy. About 180 different payers
have approved coverage of VNS therapy,
on a case-by-case basis, for about 1,100
patients. The company also estimates that
about 4,700 patients have been denied cov-
erage for VNS therapy since its July 2005
approval.

FDA approval of VNS therapy quickly
became controversial when the director of
the FDA’s Center for Devices and Radio-
logical Health overruled subordinates and
approved the VNS system for use. FDA
reviewers had recommended that the sys-
tem not be approved, while the FDA advi-
sory board voted narrowly to recommend
approval. In the end, VINS was approved
“for the adjunctive long-term treatment of
chronic or recurrent depression” in adult

patients who “have not had an adequate
response to four or more adequate anti-
depressant treatments” (Psychiatric News,
August 19, 2005).

Pacemaker-Like Device Used

The VNS system requires the surgical
implantation of a pacemaker-like nerve
stimulator under the skin in the abdomen
or shoulder and the “tunneling” of stimu-
lation wires into the neck, where they are
wrapped around the vagus nerve. When
turned on, the computer-driven stimula-
tor delivers periodic electrical stimuli of
a predetermined intensity to the vagus
nerve.

Results from several analyses were
released during the annual meeting,
including an analysis of suicidality and
worsening depression during two years of
VNS therapy as an adjunct to pharmaco-
therapy. That analysis, by William Burke,
M.D., a professor and vice chair of psychi-
atry at the University of Nebraska Medi-
cal Center, followed 235 patients over 24
months. In the overall group 205 received
VNS therapy, while 30 patients received
“treatment as usual.”

Researchers compared data on sui-
cides, attempted suicides, suicidal ide-
ation, and hospitalizations due to wors-
ening depression comparatively in the
two groups. Suicidality (a composite of all
three suicide measures) and hospitaliza-
tions for worsening depression declined
over the 24-month study in those on VNS
therapy. In comparison, those receiving
treatment as usual saw slight increases in
the tracked outcomes or no change over
time.

The two-year study was one of several

indicating that the therapeutic effects of
VNS occur over time. A second analysis
presented data from a pilot study in which
positron emission tomography (PET)
images were obtained three months after
implantation of the VNS system, then
again atsix, 12, and 24 months after initia-
tion of VNS therapy. Eight patients stayed
in the small study through their six-month
scans, six patients completed the 12-month
scan, and four patients completed all scans,
including the 24-month scan.

Brain Changes After Several Months

Charles Conway, ML.D., an assistant pro-
fessor of psychiatry at St. Louis University
School of Medicine, who led the imaging
study, said that the images revealed that it
takes between three and 12 months before
VNS appears to change brain activity.
These changes “roughly parallel” the sig-
nificantly delayed improvements that study
psychiatrists observed in the patients’
mood, Conway noted in a press release.

The study also showed, however, that
“about 70 percent of patients who get
better from VNS at one year stay bet-
ter at two years,” Conway added. “Thatis
unheard of in a depressed population this
severe and suggests that the brain changes
induced by this treatment appear to be
long-lasting.”

Cyberonics also announced at the
annual meeting thatitisinitiating a study
to evaluate long-term clinical and eco-
nomic outcomes for patients with treat-
ment-resistant depression who receive
VNS therapy. The study will include a
comprehensive review and analysis of
existing data on clinical and economic

please see Treatments on page 30
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Aim Higher With ADDERALL XR®

The most common adverse events in clinical studies of
ADDERALL XR included: pediatric—loss of appetite, insomnia,
abdominal pain, and emotional lability; adolescent—loss of appetite,
insomnia, abdominal pain, and weight loss; adult—dry mouth, loss
of appetite, insomnia, headache, and weight loss.

The effectiveness of ADDERALL XR for long-term use has not
been systematically evaluated in controlled trials. As with other
psychostimulants indicated for ADHD, there is a potential for
exacerbating motor and phonic tics and Tourette’s syndrome. A
side effect seen with the amphetamine class is psychosis. Caution
also should be exercised in patients with a history of psychosis.

Abuse of amphetamines may lead to dependence. Misuse of
amphetamine may cause sudden death and serious cardiovascular
adverse events. These events have also been reported rarely with
amphetamine use. ADDERALL XR generally should not be used
in those with structural cardiac abnormalities. ADDERALL XR is
contraindicated in patients with symptomatic cardiovascular
disease, moderate to severe hypertension, hyperthyroidism and
glaucoma, known hypersensitivity to this class of compounds,
agitated states, history of drug abuse, or current or recent use of
MAO inhibitors. ADDERALL XR should be prescribed with close
physician supervision.

Please see references and Brief Summary of Prescribing Information on
adjacent page.
*IMS Dataview, October 2005.

www.ADDERALLXR.com

www.ADHDSupport.com

Shire US Inc. -
...your ADHD support company™ £h
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For Efficacy That Measures Up to
Life’s Demands

* Once-daily dosing provides all-day symptom control'

* Mean ADHD-RS total scores for adults receiving
ADDERALL XR 20 mg decreased by 41%?

¢ Clinical data in adults demonstrate that ADDERALL XR
is generally well tolerated’

* Extended-release formulation may increase the potential
for compliance’

ADDEIIRGIO

5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Dextroamphetamine Saccharate
Amphetamine Aspartate Monohydrate Amphetamine Sulfate
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Treatment Reduces Violence
In Some Offenders

Are violent offenders treatable? Three forensic psychiatrists attempt to an-
swer this question by examining the characteristics of violent offenders and

relating clinical success stories.

n the big screen, murder-
ers are often portrayed as
psychotic maniacs who
cannot be deterred from
harming their targets.
The reality is somewhat less dramatic but
more reassuring: some people who kill or
commit violent acts exhibit symptoms of
mental illness that can be mitigated with
medication and psychotherapy.

BY EVE BENDER

Three forensic psychiatrists scoured the
data to learn more about the relationship
between mental illness and violent crime
and discovered a relatively high prevalence
of certain personality traits and behaviors
among violent offenders. They discussed
their findings at APA’s 2006 annual meet-
ing in Toronto in May.

“Homicide is not specifically associated
with one psychiatric disorder,” said Renée

Sorrentino, M.D., director of forensic psy-
chiatry at the Erich Lindemann Mental
Health Center and an instructor at Har-
vard Medical School.

Sorrentino presented data from a study
conducted by Jenny Shaw, Ph.D., of 1,594
people convicted of homicide in the United
Kingdom that found that 34 percent had
been diagnosed with a mental disorder
during their lives, but only 10 percent of
them were experiencing symptoms at the
time of the offense.

In another study by the same researcher,
44 percent of those convicted of homicide
in the United Kingdom had been diagnosed
with amental disorder. Of those, 11 percent
had a mood disorder, 9 percent a personal-
ity disorder, and 6 percent schizophrenia.
More than 63 percent had been out of con-
tact with the mental health system at the
time of the crime, she pointed out.

References: |. Faraone SV, Biederman ). A controlled study of functional impairments in 500 ADHD adults. Presented at: |57th Annual Meeting of the American Psychiatric Association; May 5, 2004; New York, NY.
2. Data on file, Shire US Inc, 2006. 3. ADDERALL XR® [package insert]. Shire US Inc; Wayne, Pa: 2006. 4. Claxton A|, Cramer , Pierce C. A systematic review of the association between dose regimens and medication

compliance. Clin Ther. 2001;23:1296-1310.

BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Cli Rx Only

terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of
individuals experiencing adverse events without first grouping similar types of events into a smaller number of standardized

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR PROLONGED
PERIODS OF TIME MAY LEAD TO DRUG DEPENDENCE. PARTICULAR ATTENTION SHOULD BE PAID TO THE
POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR DISTRIBUTION TO OTHERS
AND THE DRUGS SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.

MISUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE EVENTS.

event In the tables and listings that follow, COSTART terminology has been used to classify reported adverse events.
The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a treatment-
emergent adverse event of the type listed.

Adverse events In two placebo-controlled studies of up to 5 weeks duration among
children with ADHD, 2.4% (1 0/425) of ADDERALL XRe treated patients discontinued due to adverse events (including 3 patients
with loss of appeme one of whom also reported insomnia) compared to 2.7% (7/259) receiving placebo. The most frequent adverse
events ALL XRe in controlled and uncontrolled, multiple-dose clinical trials of pediatric

INDICATIONS
ADDERALL XRe is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD).

The efficacy of ADDERALL XRe in the treatment of ADHD was established on the basis of two controlled trials in children aged
6 to 12, one controlled trial in adolescents aged 13 to 17, and one controlled trial in adults who met DSM-IV® criteria for
ADHD, along with extrapolation from the known efficacy of ADDERALL®, the immediate-release formulation of this substance.
CONTRAINDICATIONS

Advanced anerlusclerow& syl cardif
ity or idiosyncrasy to the

disease,
ic amines,

to severe hypertension, hyperthyroidism, known

patients (N=595) are presenled below. Over half of these patients were exposed to ADDERALL XRe for 12 months or more.
Adverse event % of pediatric patients di 595)

(n=!
Anorexia (loss of appetite) 2.9
Insomnia 15
Weight loss 1.2
Emotional lability 1.0
Depression 0.7

In a separate placebo-controlled 4-week study in adolescents with ADHD, eight patients (3.4%) discon-

Agnated states.
Patients with a history of drug abuse.

During or within 14 days following the administration of monoamine oxidase inhibitors (hypertensive
crises may result).

WARNINGS

Psychosis: Clinical experience suggests that, in psychotic patients, administration of
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder.

Long-Term Suppression of Growth: Data are inadequate to determine whether chronic use of
stimulants in children, including amphetamine, may be causally associated with suppression of

ONE DOSE DAILY\ )
rse eve 9 ERACL AR ; = :
ADD ERALL X @ for h alpitation, and and, 0.5% (n=1) each for ALT increase,

5mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
(Mlxed Salts of a Single-| Enhly Amphelam\ne Product)

tinued treatment due to adverse events among ADDERALL XRe-treated patients (N=233). Three patients
discontinued due to insomnia and one patient each for depression, motor tics, headaches, light-headed-
ness, and anxiety.

In one placebo-controlled 4-week study among adults with ADHD, patients who discontinued
treatment due to adverse events among ADDERALL XRe-treated patients (N=191) were 3.1%
(n=6) for nervousness including anxiety and irritability, 2.6% (n=5) for insomnia, 1% (n=2) each

agitation, chest pain, cocaine craving, elevated blood pressure, and weight loss.
Adverse events occurring in a controlled trial: Adverse events reported in a 3-week clinical trial
of pediatric patients and a 4-week clinical trial in adolescents and adults, respectively, treated with

growth. Therefore, growth should be monitored during treatment, and patients who are not Suliate D

itate | ADDERALL XRe or placebo are presented in the tables below.

gruwmg or gaining weight as exgected should have their treatment interrupted. Aspartate
udden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been reported
in association with CNS stimulant treatment at usual doses in children with structural cardiac abnormalities. Although some
structural cardiac abnormalities alone may carry an increased risk of sudden death, stimulant products generally should not be
used in children, adolescents, or adults with known structural cardiac abnormalities.
PRECAUTIONS
General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to minimize the
possibility of overdosage.
5perlensmn Caution is to be exercised in prescribing amphetamines for patients with even mild hypertension (see
CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients taking ADDERALL
XRe, especially patients with hypertension.
Sustained increases in blood pressure should be treated with dose reduction and/or appropriate medication.
In a controlled 4-week outpatient clinical study of adolescents with ADHD, isolated systolic blood pressure elevations >15
mmHg were observed in 7/64 (11%) placebo-treated patients and 7/100 (7%) pat\ents receiving ADDERALL XRe 10 or 20
mg. Isolated elevations in diastolic blood pressure > 8 mmHg were observed in 16/64 (25%) placebo-treated patients and
22/100 (22%) ADDERALL XR°-treated patients. Similar results were observed at higher doses.
In a single-dose pharmacokinetic study in 23 adolescents, isolated increases in systolic blood pressure (above the upper 95%
Cl for age, gender and stature) were observed in 2/17 (12%) and 8/23 (35%), subjects administered 10 mg and 20
ADDERALL XRe, respectively. Higher single doses were associated with a greater increase in systolic blood pressure. All
increases were transient, appeared maximal at 2 to 4 hours post dose and not associated with symptoms.
Ties: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s syndrome. Therefore, clinical
evaluation for tics and Tourette’s syndrome in children and their families should precede use of stimulant medications.
Effects on Weight: have been appetite. Absolute weight increases in treated
children over time, but the increases are smaller than expected based on CDC normative values. These reductions in expected
weight attenuate over time and are greatest in the heaviest children. In the controlled trial in adolescents, mean weight change
from baseline within the initial 4 weeks of therapy was -1.1 Ibs. and —2.8 Ibs., respectively, for patients receiving 10 mg and
20 mg ADDERALL XRe. Higher doses were associated with greater weight loss within the initial 4 weeks of treatment,
for Patients: may impair the ability of the patient to engage in potentially hazardous activities such
as operating machmery or vehicles; the patient should therefore be cautioned accordingly.
rug fying agentsfcm.. g agents (
ascorbic acid, etc.) lower absorption of amphetamines.
Urinary acidifying agents—These agents (ammonium chloride, sodium acid phosphate, etc.) increase the concentration of
the ionized species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of agents lower blood
levels and efficacy of amphetamines.
Adrenarglc blockers—Adrenergic blockers are inhibited by amphetamines.

reserpine, glutamic acid HCI,

The prescriber should be aware that 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 which
prevailed in the clinical trials. Similarly, 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 relative contribution of drug and non-drug factors to the adverse event incidence
rate in the population studied.

Table 1 Adverse Events Reported by More Than 1% of Pediatric Patients Receiving ADDERALL XRe with Higher Incidence
Than on Placebo in a 584 Patient Clinical Study

Body System Preferred Term ADDERALL XRe Placeho
(n=374) (n=210)
General Abdominal Pain (stomachache) 14% 10%
Accidental Injury 3% 2%
Asthenia (fatigue) 2% 0%
Fever 5% 2%
Infection 4% 2%
Viral Infection 2% 0%
Digestive Loss of Appetite 22% 2%
System Diarrhea 2% 1%
Dyspepsia 2% 1%
Nausea 5% 3%
Vomiting 7% 4%
Nervous System Dizziness 2% 0%
Emotional Lability 9% 2%
Insomnia 17% 2%
Nervousness 6% 2%
Weight Loss 4% 0%
Table 2 Adverse Events Reported by 5% or more of <75 kg/165 Ibs ADDERALL XR® with

Higher Incidence Than Placebo in a 287 Patient Clinical Forced Weeklx -Dose Tltrahnn Study*

agents—Gas
Co-administration of ADDERALL XRe and gastrointestinal alkalinizing agents, 'such as antacids, should be avoided. Urmary

alkalinizing agents (acetazolamide, some thiazides) increase the ion of the

molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and therefore potentiate the
actions of amphetammes
/i

may enhance the activity of tricyclic agents;
d- amphetamme Wlth desmramlne or protriptyline and possibly other tricyclics cause smkmg and sustained increases in the
in the brain; effects can be potentiated.

MAO /nmmrors—MAO\ antidepressants, as well as a of slow i This
slowing p their effect on the release of norepinephrine and other monoamines from
adrenerg\c nerve endings; this can cause headaches and other signs of hypertensive crisis. A variety of toxic neurological
effects and malignant hyperpyrexia can occur, sometimes with fatal results.

may the sedanve effect of antihistamines.
Antihypertensive. may the effects of antihypertensives.
Chlorpromazine—Chlorpromazine blocks dopamine and norepinephrine receptors, thus inhibiting the central stimulant
effects of amphetamines, and can be used to treat amphetamine poisoning.
Ethosuximide—Amphetamines may delay intestinal absorption of ethosuximide.
Haloperido/—Haloperidol blocks dopamine receptors, thus inhibiting the central stimulant effects of amphetamines.
Lithium carbonate—The anorectic and stimulatory effects of amphetamines may be inhibited by lithium carbonate.
Meperidine—Amphetamines potentiate the analgesic effect of meperidine.
Methenamine therapy—Urinary excretion of amphetamines is increased, and efficacy is reduced, by acidifying agents used
in methenamine therapy.

enhance the ic effect of norepinephrine.
Phenobarbita—Amphetamines may delay intestinal absorption of phenobarbital: co-administration of phenobarbital may
produce a synergistic anticonvulsant action.

Phenytoin—Amphetamines may delay intestinal absorption of p in; co- ion of pheny may produce a
synergistic anticonvulsant action.
In cases of propo 3 CNS sti ion is and fatal convulsions can occur.

f
Veratrum alkaloid effect of veratrum alkaloids.

Drug/L y Test can cause a elevation in plasma corticosteroid levels. This
|ncrease is greatem in the evenmg Amphetamines may interfere with urinary steroid determinations.

f Fertility: No evidence of carcinogenicity was found in studies in which d,I-
amphetamme (enantiomer ratlo va 1:1) was administered to mice and rats in the diet for 2 years at doses of up to 30 mg/kg/day
in male mlce 19 mg/kg/day in female mlce and 5 mg/kg/day in male and female rats. These doses are approximately 2.4, 1.5,
and 0.8 ti , the human dose of 30 mg/day [child] on a mg/m? body surface area basis.
Amphetamme in the enantiomer ratio present in ADDERALL® (immediate-release)(d- to |- ratio of 3:1), was not clastogenic
in the mouse bone marrow micronucleus test in vivo and was negative when tested in the £. coli component of the Ames test
in vitro. d,l-Amphetamine (1:1 enantiomer ratio) has been reported to produce a positive response in the mouse bone
marrow micronucleus test, an equivocal response in the Ames test, and negative responses in the in vitro sister chromatid
exchange and chromosomal aberration assays.

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not adversely affect

fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately 5 times the maximum

recommended human dose of 30 mg/day on a mg/m* body surface area basis).

Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALLe (d- to I- ratio of 3:1), had no

apparent effects on embryofetal morphological development or survival when orally administered to pregnant rats and rabbits

throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day, respectively. These doses are approximately 1.5

and 8 times, resp: , the T human dose of 30 mg/day [child] on a mg/mz body surface area basis.

Fetal malformations and death have been reported in mice following p of d doses of 50
mg/kg/day (approximately 6 times that of a human dose of 30 mg/day [child] on a mg/m? basis) or greater to pregnant

animals. Administration of these doses was also associated with severe maternal toxicity.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamine (d- or d,I-), at doses similar

to those used clinically, can result in long-term Reported effects include
learning and memory deficits, altered locomotor activity, and changes in sexual function.

There are no adequate and well-controlled studies in pregnant women. There has been one report of severe congenital bony

deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a woman who took

dextr sulfate with | in during the first trimester of pregnancy. Amphetamines should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects: Infants born to mothers dependent on amphetamlnes have an increased risk of premature delivery

and low birth weight. Also, these infants may experience pi as by dysphoria, including
agitation, and significant lassitude.

Usage in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be advised to
refrain from nursing.

Pediatric Use: ADDERALL XRe is indicated for use in children 6 years of age and older.

Use in Children Under Six Years of Age: Effects of ADDERALL XR= in 3-5 year olds have not been studied. Long-term effects

yp
inhibit the hy

of amphetamines in children have not been well are not r for use in children under
3 years of age.

Geriatric Use: ADDERALL XRe has not been studied in the geriatric population.

ADVERSE EVENTS

The premarketing development program for ADDERALL XRe included exposures in a total of 1315 participants in clinical trials
(635 pediatric patients, 350 adolescent patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages 6
to 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clinical
pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse reactions were
assessed by collecting adverse events, results of physical examinations, vital signs, weights, laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
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Body System Preferred Term ADDERALL XRe Placebo
(n=233) (n=54)
General Abdominal Pain (stomachache) 1% 2%
Digestive System Loss of Appetite 36% 2%
y agents (sodium bicarbonate, etc.) increase absorption of Nervous System Insomnia ® 12% %
non-ionized species of the Nervousness 6% 6%
Metabolic/Nutritional Weight Loss ® 9% 0%

+ Appears the same due to rounding

* Dose-related adverse events

Note: The following events did not meet the criterion for inclusion in Table 2 but were reported by 2% to 4% of adolescent
patients receiving ADDERALL XR with a higher incidence than patients receiving placebo in this study: accidental injury,
asthenia (fatigue), dry mouth, dyspepsia, emotional lability, nausea, somnolence, and vomiting.

*Included doses up to 40 mg

Table 3 Adverse Events Reported by 5% or More of Adults Receiving ADDERALL XR® with Higher Incidence Than on
Placebo in a 255 Patient Clinical Forced Weekly-Dose Titration Study*

Body System Preferred Term ADDERALL XR® Placebo
(n=191) (n=64)
General Asthenia 6% 5%
Headache 26% 13%
Digestive System Loss of Appetite 33% 3%
Diarrhea 6% 0%
Dry Mouth 35% 5%
Nausea 8% 3%
Nervous System Agitation 8% 5%
Anxiety 8% 5%
Dizziness % 0%
Insomnia 2% 13%
Cardiovascular System Tachycardia 6% %
Metabolic/Nutritional Weight Loss 1% %
Urogenital System Urinary Tract Infection 5% %

Note: The following events did not meet the criterion for inclusion in Table 3 but were reported by 2% to 4% of adult patients
receiving ADDERALL XR® with a higher incidence than patients receiving placebo in this study: infection, photosensitivity
reaction, constipation, tooth disorder, emotional lability, libido decreased, somnolence, speech disorder, palpitation,
twitching, dyspnea, sweating, dysmenorrhea, and impotence.
*Included doses up to 60 mg.
The following adverse reactions have been associated with amphetamine use:

: Palpitations, tachycardia, elevation of blood pressure, sudden death, myocardial infarction. There have been
\sulaled repuns of cardiomyopathy associated with chronic amphelamlne use.
Central Nervous System Psychotic episodes at r
euphoria, , dysphoria, dep , tremor, h:
drome, seizures, stroke.
Gastrointestinal: Dryness of the mouth,
and weight loss may occur as undesirable effects.
Allergic: Urticaria, rash, hypersensitivity reactions including angioedema and anaphylaxis.
Endocrine: Impotence, changes in libido.
DRUG ABUSE AND DEPENDENCE
ADDERALL XRe is a Schedule |1 controlled substance.

have been ively abused. Tolerance, extreme psychological dependence, and severe social disability have
occurred. There are reports of patients who have increased the dosage to levels many times higher than recommended.
Abrupt cessation following prolonged high dosage administration results in extreme fatigue and mental depression; changes
are also noted on the sleep EEG. Manif of chronic i with ines may include severe dermatoses,
marked insomnia, irritability, hyperactivity, and personality changes. The most severe manifestation of chronic intoxication is
psychosis, often cllmcally indistinguishable from schizophrenia.

dose: dizziness, insomnia,
exacerbatmn of motor and phonic tics and Tourette's syn-

taste, diarrhea, cc other gastrointestinal disturbances. Anorexia

OVERDOSAGE
Individual pailem response to amphetamines varies widely. Toxic p may occur idiosy at low doses.

of acute o with i include tremor, hyperreflexia, rapid
respiration, panic states, hyperpyrexia and r . Fatigue and dep

usually follow the central nervous system stimulation. Cardiovascular effects include arrhymmlas hypertension or
hypotension and circulatory collapse. Gastrointestinal symptoms include nausea, vomiting, diarrhea, and abdominal cramps.
Fatal poisoning is usually preceded by convulsions and coma.

Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute amphetamine
intoxication is largely symptomatic and includes gastric lavage, adrnmlstrallon of activated charcoal, administration of a cathartic
and sedation. Experience with or dialys to permit r in this regard.
Acidification of the urine increases amphetamine excretion, but is helleved to increase risk of acute renal failure if myoglobinuria
is present. If acute severe hypertension of i has
been suggested. However, a gradual drop in blood pressure will usually result when sufficient sedation has been achieved.
Chlorpromazine antagonizes the central stimulant effects of amphetamines and can be used to treat amphetamine intoxication.
The prolonged release of mixed amphetamine salts from ADDERALL XRe should be considered when treating patients with overdose.
Dispense in a Ilghl light-resistant container as defined in the USP. Store at 25° C (77° F). Excursions permitted to 15-30° C
(59-86° F) [see USP Controlled Room Temperature].

Manufactured 1or Shire US Inc., Wayne, PA 19087 Made in USA For more information call 1-800-828-

2088, or visit www.adderallxr.com. ADDERALL® and ADDERALL XRe are registered in the US Patent and =
Trademark Office. Copyright ©2006 Shire US Inc. £hlre
003179 ABFS15
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Renée Sorrentino, M.D., tells psychiatrists
that they have the ability to reduce the risk
of future violence among violent offenders by
treating certain symptoms such as emotional
dysregulation.

Sorrentino also cited a 2004 study in
which Seena Fazel, M.D., and colleagues
examined the records of all individu-
als convicted of homicide and attempted
homicide in Sweden from 1988 to 2001.
The presence or absence of psychiatric
diagnoses was ascertained for 1,625 (81
percent) of the homicide offenders; of
these, 1,464 (90 percent) had a psychiat-
ric diagnosis, including 20 percent with a
psychotic illness. Fifty-four percent of a
subgroup of 1,091 offenders about whom
there was information on secondary diag-
noses had a personality disorder. Only 10
percent of the offenders for whom psychi-
atric diagnostic information was available
had no psychiatric diagnosis.

Other studies have linked homicide
with certain symptoms or behaviors that
can be managed when treated by a psychi-
atrist, Sorrentino noted.

“Some of the risk we can attenuate,
such as paranoid delusions, command hal-
lucinations, and suicidality,” she said, add-
ing that some suicidal people may be at risk
for violence “because they feel they have
nothing to lose.”

She cited data from a study of 48 people
who committed homicide in which there
was a clear sexual component that found
they were more likely than nonhomicidal
incestoffenders to have been removed from
their homes during childhood. Homicidal
sexual offenders were also more likely to
score higher on psychopathic and antiso-
cial personality scales and have neuropsy-
chological impairment.

Other studies have found that people
who commit homicides that are sexual
in nature were more likely than non-
homicidal sexual offenders to belong
to gangs, have a history of being cruel
to animals, collect pornography, abuse
drugs, and exhibit sadism, fetishism, or
voyeurism.

According to Joy Stankowski, M.D.,
“the strongest predictor of violence is not
an Axis I disorder, but personality disorders
and substance use disorders.” She is a senior
instructor in psychiatry at Case Western
Reserve University in Cleveland.

She noted that studies of jail detainees
have found high rates of antisocial person-
ality disorder and substance abuse.

Violent individuals may benefit from
targeted forms of treatment depending on
their personality traits, Stankowski said.
For instance, people with emotional dys-
regulation, a common symptom of bor-
derline personality disorder, may benefit

please see Violence on page 36
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Depression
can recur
many times...




Extencing the body of evickerce
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 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 dlinical 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.




Length and results of positive, randomized, double-blind,
placebo-controlled antidepressant clinical studies’

NEW

6 months 1 year 2 years
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EFFEXOR XR®
(venlafaxine HCl)

Cymbalta®
(duloxetine HCl)

Lexapro®
(escitalopram oxalate)

Wellbutrin XL®
(bupropion HCI)

Zoloft®
(sertraline HCl)

Paxil®
(paroxetine HCl)

NSIKKKIS

v 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
psychotherapyiclinical management sessions with or without augmentation,
but not as monotherapy. In patients with recurrent depression, no significant
difference was seen between Paxil and placebo. Reynolds CF, et al. N Eng/ J Med.
2006;354:1130-1138.
In 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 = Abrupt discontinuation or dose reduction has been associated
of their depression and/or the emergence of suicidal ideation and  with discontinuation symptoms. Patients should be counseled
behavior, whether or not they are taking antidepressants. Patients  on possible discontinuation symptoms and monitored while
treated with antidepressants should be observed closely  discontinuing the drug; the dose should be tapered gradually.
for clinical worsening and suicidality, especially at the  See the Precautions section of the Prescribing Information.

beginning of drug therapy, or at the time of increases or . The most common adverse events reported in EFFEXOR XR short-
decreases in dose. Anxiety, agitation, panic attacks, insomnia,  torm placebo-controlled MDD, generalized anxiety disorder (GAD),
irritability, hostility, aggressiveness, impulsivity, akathisia,  social anxiety disorder (SAD), and/or panic disorder (PD) trials
hypomania, and mania have been reported and may represent  (incidence >10% and >2x that of placebo) were anorexia, asthenia,
precursors to emerging suicidality. Stopping or modifying therapy constipation, dizziness, dry mouth, ejaculation problems, impotence,
should be considered ESDECi&“H’ when symptnms dare severe, abrupt iﬁSﬂmﬂiE, nausea, nervousness, SﬂmﬁD|E‘nEE‘, and SWEEtfﬂg.
in onset, or not part of presenting symptoms. References 1; Data on fle; Wyeth Phammaceuticals nc

* Treatment with venlafaxine is associated with sustained increases  please see brief summary of Prescribing Information on
in blood pressure (BP) in some patients. Postmarketing cases of adjacent page.
elevated BP requiring immediate treatment have been reported.
Pre-existing hypertension should be controlled. Regular BP ~ ONCE-DAILY

monitoring is recommended. VEN [ A FA X l N E H C /

of acute narrow-angle glaucoma (angle-closure glaucoma) should
be monitored.

* Mydriasis has been reported in association with venlafaxine; ® EXTENDED
therefore, patients with raised intraocular pressure or those at risk &igﬂuifﬁ

The change they deserve.
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EFFEXOR XR

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 di s. Anyone idering the use of EFFEXOR XR
or any other antidep in a child or adol must bal

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 Wamnings 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

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); ~=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). During the 16-week, placebo-controlied SAD study, both
the Effexor XR (n=109) and the placebo {n=112) patients grew an average
of 1.0 cm. In the 6-month MDD study, children and adclescents had height
increases less than expected based on data from age- and sex-matched
peers. The difference beiween observed and expected growth rates was
larger for children <12 years old than for adolescents =12 years old.
Changes in Appetite: Aduft Patients: Treatment-emergent anorexia was
more commenly 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-

24 trials involving over 4,400 patients) have revealed a greater risk

events ing suicidal thinking or behavior
(suwldallty) 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 (MAOIs). 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 ant|depressants for any indication should be observed closely

anorexia was more commonly reported for Effexor XR (8%) than
placebo (3%) patients in PO 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 gent anorexia (o d appetite).
The discontinuation rates for anorexia were 0.7% and 0.0% for patients
receiving Effexor XR and placebo, respectively; the discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or placebo.
Activation of Mania/Hypomania: Mania or hypomania has occurred
during short-term depression and PD studies. As with all drugs effective
in the treatment of MDD, Effexor XR should be used cautiously in patients
with a history of mania. Hypenatremia: 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.

for clinical worsening, suicidality, and unusual changes in
especially during the initial few months of a course of drug therapy
or at times of dose changes, either increases or decreases. Adulis
with MDD or comorbid 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. Anxiety, agitation, panic
attacks, insomnia, irritability, hostility, aggressiveness, impuisivity,
akathisia (psychomotor restlessness), hypomania, and mania have been
reported in aduit 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

Serum Ch 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 cholestercl levels during long-term treatment.
Use in Patients With Concomitant iliness: 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 venfafaxine 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.

discontinuing the medication, in patients whose depression is per
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 PREGAUTIONS 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 likelinood of precipitation of a
mixed/manic episode in patients at risk for bipolar disorder. Whether any
of the sympioms 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 freating bipolar
depression. Potential for | with MAOIs—Ad reactions,
some serious, have heen reported in patients who recently
discontinued an MAD! and started on venlafaxine, or who recently
discontinued veniafaxine prior to initiation of an MAOIL. These
reactions included tremor, myoclonus, diaphoresis, nausea,
vomiting, flushing, dizziness, hypertherm|a with features resembling
ic malignant sy , 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 stoppmg venlafaxme before startmg an

A patient Medi 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. Glinical Worsening and
Suicide Risk: Patients, their families, and their caregivers shoufd 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 shouid 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, inciuding 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 intraocular pressure.
Laboratory Tests—No specific [aboratory tests are recommended. Drug
Interactions— Alcohol: A single dose of ethanol had no effect on the
pharmacokinetics (PK) of venlafaxine or 0-desmethylventafaxine (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. Diazepamr: 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

MAOI. Sustained Hyper Venlafaxine is ted 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.
Mydriasis: Mydriasis has been reported; monitor patients with raised
intraccular pressure or at risk of acute narrow-angle glaucoma (angle-
closure glaucoma). PRECAUTIONS: General—Discontinuation of
Treatment with Effexor XR. Abrupt discontinuation or dose reduction of
venlafaxing 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, insemnia, 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. fnsomnia 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 bath 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% of Effexor XR patients vs.
3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR
patients vs. 14% of placebo patients; P<0.001). Weight loss was not limited
to patients with treatment-emergent anorexia (decreased appetite).
Children and adolescents in a 6-month MDD study had increases in weight

t ic effects induced by diazepam. Haloperidol: Venlafaxine
decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Cax 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
Piasma Proteins: Venlafaxine is not highly bound to plasma proteins;
coadministration of Effexor XR with a highly protein-bound drug should
not cause increased free concentratmns of the other drug. Drugs That
Inhibit Cytach CYP2D6 Inhibitors: Venlafaxine is
metaboltzed to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this
ispenzyme have the potential to increase plasma concentrations of
venlafaxine and decrease concentrations of 0DV. 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 sy Drugs Metabolized by Cytoch P450
Isoenzymes: Veniafaxine is a relatively weak |nh|b|tor 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, Cmax and Cpin
increased by ~35% in the presence of venlafaxine. The 2-0H-desipramine
AUCs increased 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 S9-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 Gray. Indinavir did not affect the PK of venlafaxine
and 0DV, CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2CS 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. CYP2C19: Venlafaxine did not inhibit the metabotism of
diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAO/s: 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. Eleciroconvuisive
Therapy (ECT): There are no clinical data establishing the benefit of ECT
combined with Effexor XR treatment. Carcinogenesis, Mutagenesis,
Impairment of Fertility—Garcinogenesis: 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.
0DV elicited a clastogenic response in the in vivo chromosomal aberration
assay in rat bone marrow. fmpairment 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— Terafogenic 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-
controtled studies in pregnant women; use Effexor XR during pregnancy
only if clearly needed. Nonteratogenic Effects. Neonates exposed o
Effexor XR late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reporis 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 & 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 pediafric 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 aduit 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 individuais 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, anxiely, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia,
tremor, abnormal (mostly blurred) vision, abnormal (mostly delayed)
gjaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thinking abnormal, decreased libido, and sweating. Commonly Observed

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 pericd 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, bundfe 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: ecchymoms Infrequent anemia, leukocytosis, leukopenia,
lymphadi ythemia; Rare: basophilia, bleeding time
increased, cyanoms eosmophllla lymphocytosis, multiple myeloma,
purpura, thrombocytopenia. Metabolic and nuiritional - 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, neuraigia, neuropathy,
psychosis, seizure, abnormal speech, stupor, suicidal ideation; Rare:
abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglessal 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, cystitis, dysuria,
hematuria, kidney calculus, kidney pain, leukorrhea, menorrhagia,
metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary ingontinence,

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 fiver function tests; liver damage, necrosis, or failure; and
fatty liver), interstitial fung disease (including pulmonary eosinephilia),
involuntary movements, LOH 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 veniafaxine 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, alfered level of consciousness
(ranging from somnolence to coma), rhabdomyolysis, seizures, vertigo,
liver necrosis, and death have been reported. Treatment should consist of
those generaf 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

are alse rect wded. 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 fransfusion are
unlikely to be of benefit. No specific antidotes for venlafaxine are known.
In managing overdosage, consider the possibility of multipie 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 FEffexor XR before starting an MAO! (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on
Effexor XR Prescribing Information W10404C023, revised April 2006.
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Psychiatrists Search for Links
Between Religion, Illness

Could substance abuse be viewed as a spiritual quest? Could a spiritual vacu-
um underlie personality disorders? Psychiatrists propose these bold concepts

at APA’'s 2006 annual meeting.

any people—psy-

chiatrists and oth-

ers—believe that psy-

chiatry has not been

religion friendly. After
all, Freud was an avowed atheist, and only
about one-third of American psychiatrists
say they carry religious beliefs into their
everyday lives, according to a study cited
at APA’s 2006 annual meeting in the sym-
posium “A Research Agenda for DSM-V/
Concerning Religious and Spiritual Issues
in the Diagnostic Process.”

Nonetheless, during the past decade or
so, the possible impact of religion and spir-
ituality on mental health has sparked inter-
est among psychiatrists (Psychiatric News,
March 19, 2004; June 18, 2004; Novem-
ber 4,2005). And material presented at the
symposium, which was sponsored by the
APA Corresponding Committee on Reli-
gion, Spirituality, and Psychiatry, should
kindle interest further.

Little research has been conducted
on the possible influence of religion and
spirituality on mental health, symposium
speakers agreed—at least compared with
the extensive research that has been con-
ducted on other mental health topics. For
example, information about the influence
of religion and spirituality on psychopa-
thology among youth is limited to only
a few studies, Mary Lynn Dell, M.D., an
associate professor of psychiatry at Emory
University, noted.

In addition, studies that have been con-
ducted have produced results that often
conflict. For instance, at least 76 stud-
ies have been conducted on the relation-
ship between religion and anxiety, Gerrit
Glas, M.D., Ph.D., a professor of psychia-

BY JOAN AREHART-TREICHEL

try and philosophy at Leiden University
in the Netherlands, reported. Of these, 35
found less anxiety among religious people;
10 found more, and the rest found either
no link or produced mixed results. As for
studies exploring the possible influence of
religion on obsessive-compulsive disorder,
including religious obsessions, contradic-
tory outcomes have also emerged, he said.

Role in Depression Uncertain

The role of religion and spirituality in
depression is likewise in question. One
study, Dell pointed out, suggested that reli-
gious involvement might shield adolescents
against depression. In contrast, Dan Blazer
I, M.D., Ph.D., a professor of psychiatry
at Duke University, and his colleagues
found, in a community-based study, that
subjects who identified their religious affil-
iation as Pentecostal had a higher rate of
major depression than did the overall pop-
ulation. However, the Pentecostal subjects
came from a lower socioeconomic back-
ground. So other factors related to psy-
chological stress may have contributed to
their depression more than their religious
beliefs did, Blazer explained.

Also unclear is whether religious belief
can help people cope with trauma, said
Samuel Thielman, M.D., Ph.D., director
of the Office of Mental Health Services at
the U.S. Department of State. Studies have
produced both positive and negative results
in this domain. For example, one investiga-
tion found that trauma made people more
religious; another found that it did not.

Even with the paucity of research on reli-
gion, spirituality, and mental well-being,
and in the face of conflicting research
results, one symposium speaker—Marc

Speakers Find Symposium Enlightening

After a symposium on religion, spirituality, and mental health (see article above), Psychiatric
News asked several of the speakers what aspects of the symposium had impressed them

the most. Here are some replies:

“The main thing that impressed me,” Dan Blazer II, M.D., Ph.D., a professor of psychia-
try at Duke University, said, “was the upsurge in interest in spirituality among a group of fairly
senior psychiatrists—psychiatrists who have watched the field evolve over many years. . . .
In addition, the type of conversation that is emerging regarding spirituality and psychiatry is
much more mature, much more critical in a positive and constructive sense, and much less
combative than in the past. We are witnessing real progress in expanding the conversation

and serious scholarly pursuits.”

“| was most impressed with the diversity of the psychiatrists in attendance—ethically,
religiously, geographically,” Mary Lynn Dell, M.D., an associate professor of psychiatry at
Emory University, commented. “There was also equal interest from early career, mid career,

and seasoned psychiatrists.”

As for Samuel Thielman, M.D., Ph.D., director of the Office of Mental Health Services at
the U.S. Department of State, and who stressed that the views expressed are his own, not
those of his employer, he “was impressed by the professional stature of the presenters, given
that the presentation was on a topic that is sometimes considered to be of peripheral inter-
est to many psychiatrists. | was also encouraged by the expressions of interest in ‘protective
factors’ in contradistinction to risk factors—religion and spirituality being seen by most of
the presenters as having the potential for being protective in some circumstances. Finally, |
was impressed by the fact that, as psychiatrists, we are moving toward a more broadly based
fund of knowledge, one that looks more at human beings in all their complexity, and moves
away from biological reductionism and an excessive interest in pharmaceutical agents.”

Joan Arehart-Treichel

Mary Lynn Dell, M.D.: We need to think about
the value of religion and spirituality to youth
coping with illness, death, or other stressors.

Galanter, M.D., a professor of psychiatry
at New York University—tapped research
he has conducted on the subject to make a
provocative suggestion.

He and his group have found that sub-
stance-abuse patients tend to score high
in spiritual needs—that is, in a thirst or
reaching out for a God, the arts, human-
ism, nature, or something that is tran-
scendent for them. He and his team have
also learned that physicians recovering
from alcoholism rated Alcoholics Anon-
ymous, which is spiritually oriented, very
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William Narrow, M.D.: Religion and spirituality
might be viewed as complementary or
alternative medicine.

highly. So substance abuse and its treat-
ment might be viewed, at least in certain
circumstances, as a spiritual quest, he
maintained.

Daring Proposal Offered
Another speaker, C. Robert Cloninger,
M.D., a professor of psychiatry and genet-
ics at Washington University and direc-
tor of the university’s Sansone Center for
Well-Being, made an even more auda-
cious hypothesis—that a spiritual vacuum
please see Religion on page 20

Cultural Beliefs
Can Be Harnessed
To Aid OQutcome

Several examples of using cultural
beliefs to enhance treatment are re-
laxing boundaries, getting the family
involved, and enlisting help of native
healers.

BY JOAN AREHART-TREICHEL

an associate professor of psychiatry at
Harvard University, treated a Japa-
nese student from the Massachusetts Insti-
tute of Technology (MIT) for depression.
Yet after he gave the student a prescrip-
tion for an antidepressant, the student did
not return for a follow-up visit. Concerned
about the student, Henderson contacted the

N otlong ago, David Henderson, M.D.,

Shamsah Sonawalla M.D., chaired the
symposium on ethnic and cultural aspects of
mood and anxiety disorders.

dean at MIT. The reason the student failed
to come for the follow-up, it turned out, was
that he had decided that he was not very
depressed because he had been given only
one prescription, not multiple ones, which
would have been the case in Japan.

In other words, no matter how much
psychiatrists know about cultural differ-
ences among patients, there is still more
to learn, Henderson indicated in a sym-
posium at APA’s 2006 annual meeting in
"Toronto in May.

“It makes our lives as clinicians chal-
lenging, that’s for sure,” symposium discus-
sant Gregory Fricchione, M.D., declared.
Fricchione is director of the Division of
International Psychiatry at Massachusetts
General Hospital.

To speed psychiatrists on their journey
oflearning more about cultural differences
among patients, speakers presented some
valuable insights gleaned either from their
personal experiences or from studies that
they had conducted. For example:

¢ Keeping appointments. Patients from
a Hispanic background may arrive early
or late for appointments because Hispan-
ics sometimes have a different conception
of time than many non-Hispanic Ameri-
cans do, David Mischoulon, M.D., Ph.D.,
reported. Mischoulon, an assistant profes-
sor of psychiatry at Harvard University, is
originally from Argentina.
* Depression. When depressed Chi-
nese-American patients visit clinicians,
they tend to talk about physical symptoms,
not their depression, Albert Yeung, M.D.,
Sc.D., an assistant professor of psychiatry
at Harvard University, noted. The reason,
he said, is that they do not seem to real-
ize what the illness of depression is, but if
you ask them directly whether they are sad,
they will acknowledge it.
* Culture-bound syndromes. Indian
please see Cultural Beliefs on page 20
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Religion

continued from page 19

underlies personality disorders. Harm
avoidance, novelty seeking, and the search
for social approval are some of the emo-
tional needs that people have, Cloninger
explained, and they activate more primi-
tive parts of the human brain such as the
amygdala.

Yet these emotional needs have to be
regulated by certain character traits that
activate the rational part of the brain, the
prefrontal cortex. These traits include
being self-directed (responsible), cooper-
ative (flexible, helpful), and self-transcen-
dent (compassionate).

Furthermore, people with personality
disorders tend to lack self-regulation of these
character traits and thus can be irritating

Your Input Invited

APA members are invited to comment on
a draft of the Practice Guideline for the
Treatment of Patients With Alzheimer’s
Disease and Other Dementias of Late
Life, Second Edition. The draft is posted
in the Members Corner area of APA’S
Web site at <www.psych.org/members/
assembly/pg/pgdraft_reviewmembers.
cfm>. Comments should be submitted by
July 31 to guidelines@psych.org. More
information is available by contacting Amy
Albert at (703) 907-8605 or aalbert@
psych.org.

and unlikable. This lack of self-regulation,
Cloninger asserted, can be characterized
as “a deficit in their spiritual perspective,
which leads to patterns of thought, feeling,
and behavior that can be described as vices
like pride, lust, and greed.”

Some 19th-century psychiatrists also
held the same view, he pointed out. At the
beginning of the 19th century, the antiso-
cial personality was referred to as “moral
insanity” or “loss of self-government.”
Benjamin Rush said that people with per-
sonality disorders are “insensitive to the
suffering of others.”

Cloninger, in fact, proposes that if psy-
chiatrists helped individuals with personal-
ity disorders develop a fuller spiritual per-
spective, it might “expand their awareness
of the intangible connections among peo-
ple. . ..” Such an expanded awareness may
notonly lead to improvement in their char-
acter and behavior, but also “make their
lives more meaningful and satisfying.”

“This is fascinating, a totally different
approach,” audience member Carl Bell,
M.D., commented. Bell is president and
C.E.O. of the Community Mental Health
Council in Chicago.

And in a sense, spirituality might be
viewed as a complementary or alternative
treatment, William Narrow, M.D., the
symposium discussant, pointed out. Nar-
row is associate director of APA’s Division
of Research and director of research for
DSM-V.

Yet there is no doubt, Narrow added,
that much more research needs to be con-
ducted to determine the roles that religion
an information might eventually bolster
psychiatrists’ efforts to diagnose, treat, and
even prevent various mental illnesses. Hl

Cultural Beliefs

continued from page 19

men sometimes believe that they are los-
ing semen in urine, but actually they are
anxious and depressed, said Rajesh Parikh,
M.D. Parikh is a consultant neuropsychi-
atrist at the Jaslok Hospital and Research
Center in Bombay. Hispanic patients some-
times experience an “attack of nerves,”
Mischoulon noted. It is similar to a panic
attack, but often involves fainting or shout-
ing. Some two-thirds of individuals who
experience this syndrome are anxious or
depressed, studies have shown.

* Psychotic symptoms. Psychotic symp-
toms expressed by Hispanic patients may
differ from those often seen in Americans
patients of other ethnic backgrounds, Mis-
choulon said. For example, their auditory
hallucinations may consist of hearing a
knocking at the door, a doorbell ringing, or
children’s voices calling one’s name. Visual
hallucinations might consist of “black”
thoughts flying across one’s vision.

The symposium speakers also suggested
ways of deploying patients’ cultural beliefs
and expectations to bolster the therapeutic
process. Among them:

* Involving the family. With patients
from India, it is crucial to involve family
members in treatment, Parikh asserted,
because family in their culture is very
important. The same is the case with His-
panic patients, Mischoulon stressed. Also,
bringing in family members can give a
clinician more perspective on a patient’s
issues, he said.

* Relaxing boundaries. Many Hispanic
patients expect clinicians to divulge a lot
of personal information about themselves,
which American psychiatrists usually do
not do, said Mischoulon. Thus, providing
alittle personal information might further
therapy with Hispanic patients.

* Countering fatalistic beliefs. When
Hispanic patients resist treatment because
they hold fatalistic beliefs such as “the
good Lord willing” or “Que sera, sera”
(what will be, will be), Mischoulon might
admonish them to “do the necessary leg-
work to help God.”

* Enlisting native healers. For some
Hispanic patients, for example, it may help
to enlist the assistance of traditional heal-
ers, Mischoulon asserted. The reason is
that patients may respect the psychiatrist
for being open to their ways.

These “practical tips for harnessing an
individual’s cultural beliefs, support sys-
tems, et cetera, toward treatment” were
some of the symposium highlights, co-
chair Shamsah Sonawalla, M.D., an assis-
tant professor of psychiatry at Harvard
University, told Psychiatric News.

“The most impressive notion [of the
symposium],” Fricchione believes, “was
that modern psychiatry in the United
States must become more sophisticated in
its evaluation and management of diverse
populations that increasingly seek treat-
ment in our centers. This is because, while
there are certainly psychiatric conditions
thatall groups share, with common symp-
tom clusters and treatment responses,
there are also important differences that
will impact on patient access, compliance,
and response to treatment.” W
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Approximately 18,000 psychiatrists
and others decided that the friendly,
cosmopolitan city of Toronto was

an excellent place for APA to hold
its 2006 annual meeting in May.

An even greater lure than
Toronto’s sophisticated,
international flavor—complete
with cuisine from all parts of the
globe—was a scientific program full
of cutting-edge research findings
and clinical information. Many of
the presentations, large and small,
centered around the theme “From
Science to Public Policy: Advocacy
for Patients and the Profession.”
The theme was chosen by APA
President Steven Sharfstein, M.D.,
whose term ended at the close of
the annual meeting on May 25.

During his last formal presidential
address, Sharfstein highlighted the
importance of advocacy. “Advocacy
is not just calling on others to do
what we want; it is a shining light
for others to follow.”

Incoming President Pedro Ruiz,
M.D., described ambitious goals he
hopes APA can achieve in the next
year. “In recent decades,” he said,
“the mental health care system of
the United States, our profession,
and the field of psychiatry at large
have confronted challenges that
have never been faced before.”

It’s not too early to begin making
plans to be part of next year’s
annual meeting, which will move to
sunny San Diego.

“Our advocacy in favor of access to effective
pharmacopeia should never have been seen as mere
marketing on behalf of industry; it must come from a
dispassionate reading of the science, access to all
clinical trial data, and our clinical experience.”
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION
Brief Summary: For complete details, please see full ibing i ion for Lexapro.
Suicidafity in Children and Adolescenis Anfidepressants increased the risk of suicidal thinking and behavior (sulcidality) in short-term studies in children and adolescents with Majos Depressive Disorder {MDD) and other psychiatric disorders. Anyone cansidering the use of Lexapro or any other antidepressant
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compulsive disorder {OCD), or other psychiatric disorders (a total of 24 irials involving over 4400 palients) have revealed a greater risk of adverse events representing suicidal thinking or behavior (suicidality) during the first few months of treatmeni in those receiving antidepressants. The average risk of snnh
events in patients receiving antidepressants was 4%, twice the placeho risk of 2%. No suicites occuyred in these trials.

GONTRAINDICATIONS Concomitant use in patients taking monoamine oxidasg inhibitors (MAOIs) is contraindicated (see WARNENGS). Goncomitant use in patients taking pimozide is contraindicated (see Drug interactions - Pimozide and Celexa). Lexapro is indicated in patients with a h itivity to escitaio-
pram or citalopram or any of the inactive ingredients in Lexapro. WARNINGS-Clinical Worsening and Suicide Risk Giinical 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
‘ehavior (suicidality) or unusual changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until significan 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) i short-term studies in chiliren and adolescents with Major Depressive Disorder (MDD) and other psychiatrc disorders. A causal role for antidepressants in inducing suicidality has been established in pediatric patients. Pooled analy-
ses of short-term placebo-controlled trials of 9 antidepressant drugs (SSRis and athers) in children and adolescents with MDD, OCD, or other psychiatric disorders (a total of 24 trials invalving over 4400 patients) have revealed a greater risk of adverse events representing suicidal behavior or thinking (suicidality) during
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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 ireatment, then every other week visits for the next
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hiypomania, and mania, have been reported i adult and pediatric patients heing treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric. Although a causal link betvreen 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 pafients 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. Famifies and caregivers of pediabric patients being Ireated with aniidepressants for
major depressive disorder or other indicatians, buth psychiatric and nonpsychialric, should be alerled about the need to monitor patients for the emergence of agitalion, isritabijity, unusual changes in behavior, and the ofher symptoms described above, as well as the emergence of suicidality, and fc report
such symptoms immediately fo health care prnvniers $Such menitering 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 raduce th risk of overdose. Families and caregivers
of adus 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 nat establishedt in controlled trials) that treating such an episode with an antidepressant alone may
increase the fikelihood of precipitation of a mixed/manic episode in patients at risk for bipoar disorder. Whether any of the symptoms described above represent such a conversion is unknown. However, prior to initfating treatment with an aniidepressant, 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 Lexapro is not approved for use in treafing bipolar depression. Potential for Interaclion with Monoamine Oxidase
Inhibitors In patients receiving seratonin rsuphkﬂ inhibitor drugs in combination with 2 moncamine oxidase inhihitor (MAOY), there have been reports of serious, sometimes fatai, reactions including hyperihermia, rigidity, myoctanus, autonomic instability with possible rapid fluctuafions of vitai signs, and
‘mental status changes that include exireme agitation progressing te delivium and coma. These reactions have also been reparted in patients who have recently discontinued SSRI ireatment and have been staried on an MACI. Some cases presented with features resembling nearoleptic malignant syndrome.
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monitored for these symptoms when discontinuing treatment with Lexapro. A graduai reduction in the dose rather than abrupt cessation is recommendad 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 (see DOSAGE AND ADMINISTRATION in full prescribing information), Abnormal Bleeding Published case reports have documented the ocourrence of dlesding eplsodes in patients treated with psychotropic drugs
that interfere with serotonin reuptake. Subsequent epidemiological stugies, both of the case-control and conort design, have demonstrated an association between use of psychotropic drugs that intertere with serotonin reuptake and the occusrence of upper gastrointestinal bleeding. In two studies, concurrent use of a non-
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maniafypomania was reported in one (0.1%} of 715 patients treated with Lexapro and in nane of the 582 patients treated with placebo. One additional case of hypomania has been reported in association with Lexapro treatment. Activation of mama/hypomama has also been reported in a smati proportion of patients with
major affective disorders 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. Seizares Although anticonvulsant effects
of ragemic citalopram have been observed 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 premarketing testing. In clinical trials of Lexapro, cases of convulsion have been reported in association
with Lexapro freatment. Like other drugs effective in the treatment of major depressive disorder, Lexapro should be introduced with care in patients with & history of seizure disorder. Interference with Cognitive and Mator Performancg In a study in normal volunteers, Lexapro 10 mg/day did not produce impairment of intel-
lectual function or psychomotor performance. Because any psychoac!«ve drug may impair judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machinery, including automobiles, until they are reasonably certain that Lexapra therapy does not affect their ability to engage in
such activifies. Use in Patients with Concomitant liness 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 altered metabolism or hemadynarnic responses. Lexapro has not been sys-
tematically evaluated in patients with a recent histery of myocardial infarction or unstable heart disease. Patients with these diagnases were generally exciuded from clinical studies during the product's premarketing testing. In subjects with hepafic impairment, clearance of racemic citalopram was decreased and plasma
congentrations were increased. The recommended dose of Lexapro in hepatically impaired patients is 10 mg/day (sec BOSAGE AND ADMINISTRATION in full prescribing information). Because escitalopram s extensively metabolized, excretion of unchanged drug in urine is a minor route of elimination. Until adequate num-
bers of patients with severe renal impairment have been evaluated during chronic treatment with Lexapro, however, it should be used with caution in such patients (see DOSAGE AND ADMINISTRATION in full prescribing |nfnvma1mn) Drug Interactions CNS Drugs - Given the primary ONS effects of escitalopram, caution
should be used when it is taken in combination with other centrally acting drugs. Alcahal - Although Lexapro did not potentiate the cognitive and motor effects of alcohol in a clinical trial, as with other psychotropic medications, the use of alcohol by patients taking Lexapro is not recomniended. Monoamine Oxidase
Inhibitors {MAOIs) - See CONTRAINDICATIONS and WARNINGS. Drugs That Interfere With Hemostasis (NSAIDS, Aspirin, Warfarin, etc.) Serofonin release by platelets plays an important role In hemostasis. Epidemiological stugies of the case-control and cohort design that have demonstrated an association between
use of psychotropic drugs that interfere with serotonin reuptake and the accurrence of upper gastrointestinal bleeding have also shown that conourrent use of an NSAID o aspirin potentiated the risk of bleeding. Thus, patients should be cautioned about the use of such drugs concurrently with Lexapro. Cimetidine - (n sub-
jects wha had received 21 days of 40 mg/day racemic citalopram, combined administration of 400 mg/day cimetiding for 8 days resulted in an increase in citalopram AUC and Cyy,, of 43% and 39%, respectively. The clinical significance of these findings is unknown. Digoxin - In subjects who had received 21 days of
mg/day racemic citzfopram, combined administration of citafopram and digoxin {single dose of 1 mg) did not significantly affect the pharmacokinetics of either citalopram urdlgoxm Lithium - Coadministration of racemic citalopram {40 mg/day for 10 days) and lithium (30 mmol/day for 5 days) had no significant effect
on the pharmacokintics of citalopram or lithium. Nevertheless, plasma lithium levels should be monitored with appropriate adjustment to the lithium dose in accordance with standard clinical practice. Because lithium may enhiance the serofonergic effects of escitalopram, caution should be exercised when Lexapro and
lithium are coadrministered. Pimozide and Celexa - In a controlled study, a single dose of pimozide 2 mg co-administered with racemic citalopram 40 mg given once daily for 1 days was associated with a mean increase in QTc values of approximately 10 msec compared to pimozide giver alone. Racemic citelopram did
not alter the mean AUC or G, of pimozide. The mechanism of this pharmacadynamic interaction is not known. Sumatriptan - There have been rare postmarketing reports describing patients with weakness, hyperrefiexia, and incoordination following the use of an SSRI and sumatriptan. If concomitant treatment with suma-
triptan and an SSR (e.q., 1|uoxeune fluvoxamine, paroxetine, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the patient is advised. Theophylline - Combined administration of racemic citalopram (40 mg/day for 21 days) and the CYP1A2 substrate theophylline (single dose of 300 mg)
did not affect the pharmacokinetics of The effect of on the of citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemig citalopram for 21 days did not affect the pharmacokinetics of warfarin, a CYP3A4 substrate. Prothrombin time wes increased by 5%, the
clinical significance of which is unknown. Carbamazepine - Combined administration of racemic citalopram (40 mo/day for 14 days) and carbamazepine (titrated to 400 mg/day for 35 days) did not si affect the of ine, a CYP3A4 substrate. Although trough citalopram plasma levels
‘were unaffested, given the enzyme-inducing properties of the possibility that ine might increase the clearance of escitalopram shoufd be considered if the two drugs are coadministered. Triazolam - Gombined administration of racemic citaiopram (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 ketocanazole (200 mg), a potent GYP3A4 inkibitor, decreased the G, and AUG of ketoconazole by 21% and 10%,
and did not affect the of citalopram. Ritonavir - Combined administration of a single dose of ritonavir {600 mg}, both @ CYP3A4 substrate and & potent inhibitor of CYP3A4, and escitalopram (20 mg) did not affect the pharmacokinetics of either ritonavir o escitalopram. CYP3A4
and 2618 Inhibitors - /n vifro studies indicated that CYP3A4 and -2G19 are the primary enzymes involved in the of However, of 20 mg) and ritonavir (600 mg) apotent inhibitor of CYP3A4, did not signifi affect the of Because
escitalopram is metabolized by multipie enzyme systems, inhibition of  single enzyme may not appremabiy decrease escitalopram clearance. Drugs Metabalized by Cytochrome PA502D6 - 1n vitro studies did not reveal an inhibitory effect of escitalopram on CYP2DS. In addition, steady state levels of racemic citalopram
were net significantly different in poor metabolizers and extensive CYP206 izers after multiple-di of citalopram, suggesting that coadministration, with escitalopram, of a drug that inhibits CYP208, is unlikely to have clinically significant effects on esmlalopram metabolism. However, there are
limited in vivo data suggesting a modest CYP2D6 inhibitory effect for esci ie, of (20 m/day for 21 days) with the tricyclic amldepressam desipramine (single dose of 50 mg), a substrate for CYP2DG, resuited in a 40% increase in Gy, and @ 100% increase in AUC of desipramine.
The clinical significance of this finding is unknown. Neverineless, caution is indicated in the I of esci and drugs by CYP2D6. Metoprolol- Administration of 20 mg/day Lexapro for 21 days in heaithy volunteers resulted in a 50% increase in G, and 82% increase in AUC of the beta-
adrenergic blocker metoprolol (given in a single dose of 100 mg). increased metoprolof plasma levels have been associated with decreased cardioselectivity. Coadministration of Lexapro and metoprolol had no clinically significant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT) - There are no clin-
ical studies of th lbined use of ECT and of smllly amnngenesws 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 carcinogenicity of racemic
Citalopram in mice receiving up to 240 mo/ky/day. There was an increased incidence of smal intestine carcinoma in rats receiving 8 or 24 mg/kg/day racemic citalopram. A no-effect dose for this finding was not established. The relevance of these findings to humans is unknown. Mutagenesis Racemic citalopram was muta-
genic in the in vitro bacterial reverse mutation assay (Ames test) in 2 of 5 basterial strains (Salmonella TAS8 and TA1537) in the absence of metabolic activation. It was clastogenic in the in vitro Chinese hamster lung cell assay for chromosomal aberrations in the presence and absence of metabolic activation. Racemic
citalopram was not mutagenic in the i vitro marmalian forward gene mutation assay (HPRT) in mouse tymphoma cells or in a coupled in vitro/in vivo unscheduled DNA synthesis (UDS) assay in rat liver, It was not clastogenic in the i vitro chromosomal aberration assay in human lymphacytes or in two i 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 mg/kg/day, mating was decreased at all doses, and fertlity was decreased at doses > 32 mg/kg/day. Gestation duration was
increased at 48 mg/kg/day. Pregnancy-Nonteratogenic Effects Neonates exposed to Lexapro and other SSRIs or SNRIS, fate in the third trimester, have developed complications requiring pm\onged hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reporied
clinicat findings have included respiratory distress, cyanosis, apnea, seizures, temperature instabilty, feeding difficulty, vomiting, hypaglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jtteriness, Irritabilty, 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 should be noted that, in some cases, the ciinical 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 benefts of treatment (see
DOSAGE AND ADMINISTRATION in ful prescricing information). Labor and Dellvery The effect of Lexapro on labor and defivery in humans is unknown. Nursing Mothers Racemic citalopram, ike many other drugs, is excreted in human breast mik. 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 confinue or
discontinue either nursing or Lexapro therapy should take into account the risks of citalopram exposure for the infant and he bensfits of Lexapro treatment for the mother. Pedialric Use Safety and effectiveness in the pedlatnc population have not been established (see BOX WARNING and WARNINGS-Clinical Worsening
and Suicide Risk). Geriatric Use Approximately 6% of the 1144 patients receiving escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older, elderly patients in these rials recived 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 sensttivity of some elderly individuals 1o effects of Lexay opro cannot b ruled out. In two pharmacokinetic studies, escitatopram hatf-lfe was increased by approximately 50% in elderly
subjects as compared to young subjects and Cy, was unchanged (see CLINICAL PHARMACOLOGY). 10 mg/day is the recommended dose for eldery patients (see DOSAGE AND ADMINISTRATION in full prescribing information). O 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 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 again, greater sensitiity of some eiderty indi-
viduals cannot be ruled out, ADVERSE REACTIONS Adverse event information for Lexapro was collected from 715 patients with major degressws disorder who were exposed to escitalopram and from 682 fpatlems wihio were exposed to placebo in double-biind, placebo-controlled trials. An additional 284 patients with major
depressive disorder were newly exposed to escitalopram in open-Iabel trials. The adverse event information for Lexapro in patients with GAD was collected from 429 patients exposed to escitalopram and from 427 rat»ems exposed to placebo in double-blind, placebo-controlled trials. Adverse events during exposure were
obtalned Dnmanly by general inquiry and recarded by clinical investigators using terminology of thelr own choosing. Gonsequenty, it is not possible to provide a meaningful estimate of the proportion of individuals experlencing adverse events without first grouping similar types of events into a smafler number of stan-
gvent categories. in the tables and tabulations that foliow, 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
01 me type listed. An event was considered treatment-emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation. Adverse Events Associated with Discontinuation of Treatment Major Depressive Disorder Among the 715 depressed patients who received Lexapro in
placebo-controlled trials, 6% discontined treatment due o an adverse event, as compared to 2% of 592 patients receiving placebo. In two 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 avents in patients assigned to a fixed dose of 20 mg/day Lexapro was 10%, which was significantly different from the rate of discontinuation for adverse 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 treated with Lexapro, and for which the rate was at least twice that of placebo, were nausea (2%) and ejaculation disorder (2% of male patients). Generalized Anxiety Disorder Among the 429 GAD patients who recéived 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 assaciated with the discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at least twice the placebo rate, were nausea (2%), insomnia
(l%) anﬂ fallgue (1%). Incidence of Adverse Events in Placebo- Controlled Chinical 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 Lexapm at doses ranging from
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 treated with Lexapro was greater than the incidence in placebo-treated patients. The prescriber should be aware that these figures can not be useq to pre-
dm me incidence of adverse events in the course of usual medicaf practice where patient characteristics and other factors differ from those which prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical |nvest|qanons involving different treatments, uses,
and investigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug factors to the adverse event incidence rate in the population studied. The most commonly observed adverse events in Lexapro patients (incidence of approxi-
maiely 5% or greater and approximately twice the incidence in placebo patients) were insomnia, e;aculatmn disorder {primarily ejaculatory delay), nausea, sweating increased, fatigue, and somnolence (see TABLE 1). TABLE 1: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Major
D ive Disorder* [Lexapro (N=715) and Ptacebo (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%); Diarrhea (8% and 5%);
c‘snshpalmn (3% and 1%); Indigestion (3% and 1%}; Abdominal Pain (2% and 1%). General: nfluenza-like Symptoms {5% and d%); Fatigue (5% and 2%). Psychiatric Disorders: Insomnia (9% and 4%); Somnolence (6% and 2%); Appetite Decreased (3% and 1 %); Libido Decreased (3% and 1%). Respiratory System
Disarders: Rhinitis (5% and 4%); Sinustis (3% and 2%). Urogenital: Ejaculation Disorder (9% and <1%); impotence? (3% and <1%); Anorgasmia? (2% and <1%),*Events reported by at 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, inflicted injury, anxiety. 1Primarity ejaculatory delay. 2Denominator used was for males only (N=225 Lexapro; N=188 placsbo). 3Denominator used was for females only (N=490 Lexapro; N=404 placebo). Generalized Anxiety Disorder Table 2 enumerates
the incidence, rounded to the nearest percent of treatment-emergent adverse events that ccourred 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 wum Lexapro was greater than the incidence in placebo-treated patients. The most commonly observed adverse events in Lexapro patients (incidence of approximately 5% or greater and approximately twice the incidence in placebo patients) were nausea, ejaculation disorder {primarily ejaculatory delay), insomnia,
decreased libido, and anorgasmia (see TABLE 2). TABLE 2: Treatment-Emergent Adverse Events: incidence in Placebo-Conteolled Clinical Trials for Generalized Anxiely Disorder* [Lexapro (N=429) and Placeho {N=427)): Aulonamic Nervous Sysle Disorders: Dry Mouth (9% and 5%); Sweating Increased
(4% and 1%). Central & Peripheral Nervous System Disordars: 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 Pain {2% and 1%); Flatulence (2%
and 1%j; Toothache (2% and 0%). General: Fatigue (8% and 2%); Infiuenza-fike symptoms (5% and 4%). Musculaskeletal: Neck/Shoulder Pain (3% and 1%). Psychiatric Disorders: Sormnolence (13% and 7%): Insomnia (12% and 6%); Libido Decreased (7% and 2%); Dreaming Abnormal (3% and 2%); Appetite
Decreased (3% and 1 %); Lethargy (3% and 1%); Yawning (2% and 1 %). Urogenital: Ejaculation Disorder' (14% and 2%); Anargasmia® (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 ingi-
denoe on placebo > Lexapro: infiicted injury, dizziness, back pain, upper respiratory tract infection, rhinitis, pharyngitis. YPrimarily ejaculatory delay. 2Denominator used was for males only (N=182 Lexapro; N=195 placebo). 3Denominator used was for females only (N=247 Lexapro; N=232 placeho). Dose Dependency of
dverse Events The potential dose dependency of comman adverse events (defined as an incidence rate of >5% 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-
trﬁted patients (66%) was similar to that of the placebo-treated patients (61%), while the incidence rate in 20 mg/day Lexapro-treated atients was greater (85%). Tahle 3 shows common adverse events that occurred in the 20 mo/day Lexapro group with an incidence that was approximately twice that of the 10 ma/day
Lexapro group and approximately twice that of the placebo group. TABLE 3: Incidence of Common Adverse Evenis* in Patients with Major Depressive Disorder Receiving Placebo (N=311), 10 mg/day Lexapro (N=310), 20 mg/day Lexapio {N=A25)]: Insamnia (4%, 7%, 14%}; Diarthea (5%, 6%, 14%); Dry Mouth
(3%, 4%, 9%); Somnolence (1%, 4%, 9%); Diziness (2%, 4%, 7%); Swealing Increased {<1%, 3%, 8%); Constipation (1%, 3%, 6%); Fatigue (2%, 2%, 6%); Indigestion (1%, 2%, 6%)." Adverse events with an incidence rate of at least 5% in either of the Lexapro groups and with an incidence rate in the 20 mg/day
Lexapro group that was approximately twice that of the 10 mg/day Lexapro group and the placebo group. Male and Female Sexual Dysfunction with SSRIs Although changes in sexuel desire, sexual performance, and sexual satisfaction often occur as manifestations of a psychiatric 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 difficuli 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 undersstimate their actual incidence. Table 4 shows the incidence rates of sexual side effects in patients with major epressive disorder and GAD in
placebo-controlled trials. TABLE 4: Incidence of Sexuat Side Eflects in Placebo-Controlled Clinical Trials [1n Males Only: Lexapro (N=407) and Placebo (N=383)}: Ejaculation Disorder (primarily ejaculatory delay) {12% and 1%); Liido Decreased (6% and 2%); Impotence {2% and <1%). (In Females Only: Lexapro
(N=737) and Ptacebo (N=636)): Libido Decreased (3% and 1%); Anargasmia (3% and <1%) There are no adequately designed studies examining sexual dysfunction with escitalopram treatment. Priapism has been reported with ail SSRIs. While itis difficultto know the precise risk of sexual dysfunction associated with
the use of SSRIs, physicians should routinely inquire about such possible side effects. Vital Sign Changes Lexapro and placabo groups were compared with respect to (1) mean change from baseling in vital signs (pulse, systolic blood pressure, and diastolic biood pressure) and {2) the incidence of patients meeting
criteria for potentially clinicaly significant changes from baseline in these variables. These analyses did not reveal any cinically important changes in vita signs associated with Lexapro treatment. in addition, a comparison of suping and standing vital sign measures in subjects receiving Lexapro indicated that Lexapro reat-
ment is not associated with orthostatic changes. Weight Changes Patients treated with Lexapro in controlled trials did not differ from placebo-treated patients with regard to clinically important change jn body y weight. Laboratory Changes Lexapro and placebo groups were compared with respect to {1) mezn change from
baseling in various serum chemistry, hematology, and urinalysis variables, and (2) the incidence of patients meeting criteria for potentially cfinically significant changes from baseline in these variables. These analyses revealed no 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 to (1) mean change from haseline in various ECG parameters and {2) the incidence of patients meeting criteria for potentially clinically significant changes from baseline in ihese
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, compased 10 0.5 msec for placebo. Nefther
nor ragemic citalopram were associated with the development of clinically significant ECG abnormaities. Other Events Observed During the Premarketing Evaluation of Lexapro Following is 2 list of WHO terms that reflect treatment-emergent adverse events, as defined in the introduction to the ADVERSE REM:TIIIIIS
segfion, reported by the 1428 patients treated with Lexapro for periods of up to one vear in double-blind or open-label clinicaf trials during its premarketing evaluation. All reported events are included except those already listed in Tables 1 & 2, those occurring in only ane patient, event terms that are so general as to be
umnformamve and those that are unlikely to be drug refated. It is important to emphasize thal, although the events reporied occurred during treatment with Lexapro, 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: tmquzem adverse events are those occurring on one or more occasions in at least 1/100 patients; infrequent adverse events are those acourring in less than 1/100 patients but at east 1/1000 patients. Cardiovascular - Frequent: palpitation, hypertension. infrequent: bradycardia, tachycardia, ECG abnormal, flush-
ing, varicose vein. Central and Peripheral Nervous System Disorders - Frequent: light-headed feeling, migraine. Infreguent: tremor, vertigo, restless legs, shaking, twitching, dysequilibrium, tics, carpal tunnel syndrome, muscle involuntary, abnormal, faintness, hyperreflexia, muscu-
lar tone increased. Gastrointestinal Disorders - Freguent: heartburn, abdominal cramp. gastroenteritis. Infrequent: gastroesophageal reflux, bloating, abdominal discomfort, dyspepsia, increased stool frequncy, belching, gastritis, hemarthoids, gagging, polyposis gastric, swallowing dlmcult General - Freguent: allergy, pain
in fimb, fever, hot flushes, chest pain. infrequent: edema of exiremities, chills, tightness of chest, ieg pain, asthenia, syncope, maiaise, anaphylast fail. Hemic and Lymphat\c Disorders - Infrequent: bruise, anemia, nosebleed, hematoma, lymphadencpathy cervical. Metabolic and Nutritional Disorders - Freguent increased
weight. infrequent: decreased weight, hypergiycemia, thirst, bilirubin increased, hepatic enzymes increased, gout, hypercho\esiemlemla Musculoskeletal System Disorders - Fraquent: arthralgia, myalgia. nfrequent: jaw stiffness, muscle cramp, muscle stifiness, arthritis, muscle weakness, back discomfort, arthropathy, jaw
pain, joint stifiness. Psychiatric Disorders - Frequent: appeite increased, lethargy, irftability, concentration impaired. /nfrequent: jtterinss, panic reaction, agitation, apathy, forgetfulness, depression aggravated, nervousness, restlessness aggravated, suicide attempt, amnesia, anxiety attack, bruxism, carbohydrate craving,
confusion, depersonalization, discrientation, emoticnal fability, Ieeung unreal tremulousness nervous, crying abnormal, depression, excitability, auditory hallucination, suicidal tendency. Reproductive Disorders/Female” - Frequent; menstrual cramps, menstrual disorder. Infrequen! menorhagia, breast neaplasm, pelvic
inflammation, premenstrual syndrome, spofting between menses. *% based on female subjects only: N= 905 Resplratury System Disorders - Frequent: bronchitis, sinus congestion, coughing, nasal congestion, sinus headache /nfreguent: asthma, breath shortness, laryngitis, pneumenia, tracheitis. Skin and Appendages
Disorders - Frequent. rash. infrequent: pruritus, acne, alopecia, eczema, dermatitis, dry skin, follic ipoma, furunculosis, dry lips, skin nodule, Special Senses - Frequent: vision blurred, tinnitus. /nfrequent: taste alteration, earache, conjunctivits, vision abnormal, dry eyes, eye irritation, visual disturbance, eye infection,
pupits dilated, metallc taste. Urinary System Disorders - Frequent: urinary frequency, urinary tract infection. /nfrequent: urinary urgency, kidney stone, dysuria, blood in urine. Events Reported Subsequet to the Marketing of Estitalopram Atthough no causal relationship to escitalopram reatment has been found the fol-
lowing adverse events have been reported to have occurred in patients and to be temporally associated with escitalopram treatment during postmarketing experience and were not observed during the premarkating evaluation of escitalopram: abnormal gait, acute renal failure, aggression, angioedema, atrial fibriliation,
diplopia, dystonia, extrapyramidal disorders, gastrointestinal hemarrhage, grand mal seizures (or convulsions), hepatits, hypotension, myocardial infarction, neuroleptic malignant syndrome, orthostatic hypotension, pancreatitis, pulmonary embolism, QT protongation, rhabdomyo?yms seizures, serotonin syndrome, SIADH,
thrombocytopenia, torszdes de pointes, toxic epidermal necrolysis, ventricular tachycardia and visual hallucinations. Events Reporied Subsequent to the Marksnnu of Racemic Citalopram Although no causal refationship to racemic citalopram freatment has been found, the following adverse events have been reported to
hiave occurred in patients and to be temporally associated with racemic citalopram treatment and were not observed during the premarketing evaluation of citalopram: acute renal failure, akathisia, allergic reaction, anaphylexis, angioedema, chorecathetosis, delirium, dyskinesia, ecchymosis, eryihema muftiforme, gas-
trointestinal hemorrhage, grand mal seizures {or convulsions), hemolytic anemia, hepatic necrosis, myoclonus, neuroleptic malignant syndrome, nystagmus, pancreatitis, priapism, i decreased, QT serotonin syndrome spontaneous abortion, thrombacytopenia,
thrombasis, torsades de pointes, toxic epidermal necrolysis and ventricular arrhythmia.
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trists to SErVERNENIEEUS of underserved patients.”

“l wish that all of you, together with your families, join me in
making a dream become a reality: this dream is that organized
medicine, under the leadership of APA, and in full partnership with
advocacy and patient-oriented groups, secures for our patients
universal access to psychiatric care, comprehensive parity of mental
health services, and, above all, humane care, not only in the
United States but in all corners of the world.”
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Interpersonal Relationships
Predict Course of BPD

The quality of their relationships with children may help predict how patients
with borderline personality disorder will fare in treatment. This is in line with
reports indicating that for some patients motherhood leads to positive self-es-
teem, while others can be immobilized by the difficulties of childrearing.

he quality of a patient’s
currentinterpersonal rela-
tionships and history of
childhood trauma are fac-
tors that can aid clinicians
in rendering a prognosis for treatment of
borderline personality disorder (BPD).

That was a new finding from the study
“Predictors of Two-Year Outcome for
Patients With Borderline Personality
Disorder” published in the May American
Fournal of Psychiatry.

Somewhat more predictably, the longi-
tudinal follow-up of 161 patients with BPD
found that the strongest predictor of two-
year outcome was severity of baseline psy-
chopathology as measured by the number
of BPD diagnostic criteria and functional
disability.

But the finding that an assessment of
interpersonal stability can aid in the pre-
diction of outcome was something of a sur-
prise. “Interpersonal relationships have
not been examined very often as prognos-
tic variables,” lead author John Gunderson,
M.D., told Psychiatric News. “In our study,
we looked atinterpersonal relations along-
side the other two factors—impulsivity

BY MARK MORAN

and affective instability. These other two
factors have often been looked at in prior
research.

“The overall quality of the border-
line patients’ interpersonal relationships
proved to be a stronger predictor of course
than either their affective instability or
impulsivity,” said Gunderson, a professor
of psychiatry at Harvard Medical School
and director of the Center for Treatment
and Research on Borderline Personality
Disorder at McLean Hospital. “Thatinter-
personal relations have predictive value is
clinically useful and adds to prior research.
This means that clinicians should recog-
nize that their patients with the most cha-
otic, stormy, and frequent interpersonal
disturbances are not likely to get well
soon.”

Impulsivity Data Surprising

Gunderson added that the finding that
impulsivity was not predictive was surpris-
ing, since ithad emerged as a solid predictor
in other studies. “We don’t really under-
stand why it wasn’t here,” he said. “Our
sample was pretty representative, and our
assessments were reliable and used stan-

dard measures. Perhaps longer-term fol-
low-up will tell us more.”

In the study, 160 patients were recruited
from four clinical sites of the Collaborative
Longitudinal Personality Disorders Study.
Patients were assessed at baseline and at
six, 12, and 24 months with the Struc-
tured Clinical Interview for DSM-IV Axis
I disorders; the Diagnostic Interview for
DSM-1V Personality Disorders, a modi-
fied version of that instrument; the Lon-
gitudinal Interval Follow-Up Evaluation;
and the Childhood Experiences Question-
naire—Revised.

Three Categories Assessed

The patients were assessed for a range of
variables, grouped into three categories—
psychiatric history, developmental experi-
ences, and presenting phemonenology.

Psychiatric history variables found to be
predictive were length of previous hospi-
talizations and early age of psychiatric con-
tact. Developmental experiences predic-
tive of poor outcome included childhood
abuse, parental underinvolvement, being a
victim of father-daughter incest, parental
divorce, parental brutality, childhood sep-
arations or losses, and disturbed maternal
relationships.

Predictor variables within presenting
phenomenology traits were of three sub-
types: severity, comorbidity, and personal-
ity. Severity variables previously reported
to predict poor outcome include having low
Global Assessment Scale scores, meeting a
greater number of bipolar disorder criteria,
and presenting a greater number of Axis IT
diagnoses at follow-up.

Comorbidity variables found to be pre-

dictive of poor outcome include substance
abuse and depression or “dysphoria.”
Comorbid personality predictor variables
of poor outcome include those related to
schizotypal, antisocial, and paranoid per-
sonality disorders. Better outcome was
related to comorbid obsessive-compulsive
personality disorder.

Personality trait variables that pre-
dicted outcome were impulsivity and affec-
tive instability.

Two-year outcome was assessed accord-
ing to measures of global functioning and
number of borderline personality disorder
criteria.

The clearest and strongest finding from
the study was that the greater the sever-
ity level of dysfunction and psychopathol-
ogy at baseline, the worse the outcome.
Yet Gunderson drew attention to the fact
that the study did not yield overwhelm-
ingly conclusive results for any of the pre-
dictors.

“A rather sobering message is that none
of the predictors is very strong,” he told
Psychiatric News. “The heterogeneous and
often quite positive course of borderline
patients remains hard to predict with con-
fidence.”

Nevertheless, the relevance of the qual-
ity and stability of current interpersonal
relationships is a finding that will aid clini-
cians in determining prognosis and treat-
ment. Related to this was a finding that
among BPD patients who are parents, the
quality of relationships with their children
was also predictive.

This is consistent with clinical reports
that some patients with BPD find mother-

please see BPD on page 30
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Too many times I've seen how quickly the
devastating effects of bipolar disorder can impact
my patients’ lives—and the damage that each
episode éan cause.

Families torn apart.
Careers ravaged.
Relationships destroyed.

The stakes are high.

As a doctor, I fight every day to make sure that
bipolar disorder will not win out.
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Understanding Personality Disorders
Requires New Way of Thinking

A psychiatric researcher maintains that drugs are “vastly” overused in the
treatment of personality disorders and that the system for diagnostic classifi-
cation of personality disorder is ripe for change.

ersonality  disorders—Ilike
the patients who suffer from
them—are complex phenom-
ena, stubbornly resisting the
trend in medical and psychi-
atric nosology toward simplification and
standardization.

Much about them, including preva-
lence, etiology, biology, course, and treat-
ment, remains to be learned or better elu-
cidated, and their diagnostic classification
is badly in need of refinement or overhaul,
said Joel Paris, M.D., in a lecture at APA’s
2006 annual meeting in Toronto in May.

Paris, who has published extensively
on the subject of personality disorders,
especially borderline personality disor-
der (BPD), said there have been repeated
efforts to redefine personality disorders
as variants of Axis I disorders—especially
bipolar disorder and posttraumatic stress
disorder—a move toward simplification
that he said should be resisted.

“People want to have simple, well-
defined diagnostic entities with specific
treatments using drugs,” Paris said. “Some
AxisI diagnoses fit that model, but person-
ality disorders don’t. People try to explain
them away in other ways. But what this
is really about is the fact that the world
is complicated, and personality disorders
are complicated, even if no one wants it to
be that way.”

Paris noted, for instance, that some in
the field have focused on the mood insta-
bility characteristic of BPD and have tried
to suggest that BPD is really an expression
of bipolarity.

“I think that’s wrong, but it’s a very
popular idea,” Paris said. He cited fellow
BPD researcher John Gunderson, M.D., of
McLean Hospital in Belmont, Mass., who
has noted that it is difficult to find a BPD
patient who has not been diagnosed with
bipolar disorder and treated with a mood
stabilizer. Yet mood stabilizers do not work
as well with patients with BPD.

“This is more of a hope than evidence-
based medicine,” Paris said.

Another group has argued that BPD
is a form of posttraumatic stress disor-
der, based on a belief in the prevalence of
childhood trauma in patients’ lives. Yet
research findings have shown that this
isn’t the case.

“Patients are assumed to have had a
childhood trauma when they haven't,”
Paris said. The effects of childhood abuse
are broad and nonspecific, he said, citing
community research showing that most
people who experience some form of abuse
never develop any mental illness.

“Most children are resilient, so abuse
and trauma are risk factors but not causes,”
he said.

Paris is a professor and chair of the
Department of Psychiatry at McGill Uni-
versity in Montreal and editor in chief of
the Canadian Fournal of Psychiatry. He is
also a past president of the Association for
Research in Personality Disorders.

Paris said recent research is helping to
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clarify issues around personality disorders,
including diagnostic specificity, treatment
outcome, and long-term course. A sub-
stantial body of knowledge has accumu-
lated on some of the disorders, especially
borderline and antisocial personality dis-
orders. But much more about personality
disorders remains to be learned and recon-
ceptualized, and much of Paris’s lecture
was a catalog of the challenges to under-

standing, diagnosing, and treating these
patients.

Especially problematic is the wide-
spread overuse of drugs in the treatment
of patients with personality disorders.
“These patients are clinically difficult
and noncompliant, and drugs don’t have
predictable results,” Paris said. “They are
vastly overused. Several patients have told
me that when they learned they had a per-
sonality disorder, they were relieved. They
said, ‘I thought I was just a bad patient
because I didn’t get better on Prozac like
everyone else.””

Paris said it is not uncommon for
patients with a personality disorder to be
treated with as many as five drugs: a com-
bination of multiple antidepressants, mood
stabilizers, and benzodiazepines. “The
problem is that there is no science to sup-
port polypharmacy, and it’s probably bad

for patients,” he said.

Because comorbid depression is fre-
quently a component of personality dis-
orders, and clinicians are familiar with
depression, they often opt to treat that
aspectof a patient’s condition with an anti-
depressant. But Paris said comorbidity is
an artifact of the DSM system of classifi-
cation, common to almost every condition
in the manual.

“The response to medications is dif-
ferent,” he said of patients with BPD and
other personality disorders. “When you
give patients with classical depression an
antidepressant, they may be cured in a few
weeks. But you never see that in patients
with borderline personality. It might take
the edge off, but patients never go into
remission.”

He added that several psychotherapies
have been shown to be effective, though all
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are lengthy and expensive. For BPD, Mar-
cia Linehan’s dialectical behavior therapy
is the most extensively researched model;
also promising are schema therapy, men-
talization-based therapy, and the transfer-
ence-focused therapy pioneered by Otto
Kernberg, M.D.

Paris expressed dissatisfaction with
guidelines for BPD that he said support
polypharmacy and hospitalization. He
said that hospitalization is “toxic” for BPD
patients and has not been shown to pre-
vent suicide.

He was critical as well of the commonly
cited prevalence figure of 10 percent for
personality disorders. “I don’t believe this
figure; I think it’s much too high,” he said.
“By DSM criteria, it may be 10 percent, but
we are cutting too broad a swath in think-
ing about personality disorders. We need
to narrow down the concept. I would like

to reserve the diagnosis for more severely
affected populations.”

Paris was emphatic that the system for
diagnostic classification of personality dis-
orders was ripe for change, saying it should
be substantially revised in DSM-V] due in
2011. He was especially critical of the cur-
rent categorical approach to diagnosis,
whereby a patient who meets an arbitrary
number of criteria has a disorder.

Among the more popular competing
ideas for how to reconceptualize person-
ality disorders is a “dimensional” model,
whereby patients are assessed according
to dimensions of personality functioning.
One prominent system is the Five Fac-
tor Model in which personality traits are
grouped into five encompassing dimen-
sions: neuroticism, extraversion, open-
ness to experience, conscientiousness, and
agreeableness.

Paris cited the Collaborative Longitu-
dinal Personality Disorders Study (CLPS),
which was summarized last year in a paper
in the October 2005 Fournal of Personality
Disorders. That study suggested that per-
sonality disorders may be reconceptual-
ized as hybrids of stable personality traits
and intermittently expressed symptomatic
behaviors.

One intriguing finding from the study
was that patients often cease to meet diag-
nostic criteria over time. That finding
complements other studies showing that
specific symptoms of personality disorders
appear to diminish after age 40, though
underlying personality traits persist.

“Most patients don’t keep their diag-
noses,” Paris said at the Toronto lecture.
“The question is whether they have really
remitted. Even when they stop meeting

please see Personality on page 34
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Joel Paris, M.D.: “l would like to reserve the
diagnosis [of BPD] for more severely affected
populations.”
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Parents’ Verbal Abuse
Leaves Long-Term Legacy

Parental verbal abuse may wound children’s psyches so deeply that the
effects remain apparent in young adulthood. Such abuse may wreak psycho-
logical havoc greater than that caused by physical abuse.

ith  an M.B.A.
degree under her
belt, 24-year-old
‘Jaime” (not her
real name) should
have glowing job prospects in Chicago.
But she harbors memories that erode her
self-confidence and make her bristle with
anger—memories of her father shouting
at her, during drunken rages, that she was

BY JOAN AREHART-TREICHEL

ugly and of little value.

Indeed, verbal abuse during childhood
can scar people deeply, a new study sug-
gests. It was headed by Martin Teicher,
M.D., Ph.D., director of the Develop-
mental Biopsychiatry Research Program
at McLean Hospital, which is affiliated
with Harvard Medical School. Results
were published in the June American Four-
nal of Psychiatry.

Although the injurious effects of
child physical and sexual abuse have
been the subject of considerable inquiry,
not much attention has been paid to the
possibly noxious effects of verbal abuse
on children.

More than 500 young adults were
recruited via advertisements to partici-
pate in the study. Each subject was eval-
uated for childhood exposure to verbal
abuse, physical abuse, sexual abuse, and
domestic violence. Each subject was also
assessed for current anxiety, depression,
anger-hostility, and symptoms of disso-
ciation.

The researchers then looked to see if
there were any associations between verbal
abuse during childhood and current anxi-
ety, depression, anger-hostility, and symp-
toms of dissociation; between other types
of abuse during childhood and these cur-
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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 psychlatnc 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 development
program.

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

ROZEREM should not be used in combination with fluvoxamine (see PRE-

CAUTIONS: Drug Interactions).

A variety of cognmve and behavior changes have been reported to occur in
the use of In primarily dep patients,

worsening of depresswun, 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

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.

Lahoratory 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 Ca 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 CYP1A2 inhibitor): When fluvoxamine 100 mg twice
daily was administered for 3 days prior to single-dose co-administration of
ROZEREM 16 mg and ine, the AUCy.irs for increased
approximately 190-fold, and the Cna 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-I, (both
AUCo.in and Crngy) after a single 32 mg dose of ROZEREM. Efficacy may be
reduced when ROZEREM is used in combination with strong CYP enzyme
inducers such as rifampin.

Ketoconazole (strong CYP3A4 inhibitor): The AUCq.int and Cpax 0f ramelteon
increased by approximately 84% and 36%, respectively, when a single 16 mg
dose of ROZEREM was administered on the fourth day of ketoconazole

200 mg twice daily i ion of ROZEREM
alone. Similar increases were seen in M-| II 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.inf and Cpay) of ramelteon after a single 16 mg dose of ROZEREM was
increased by approximately 150% when administered with fluconazole.
Similar increases were also seen in M-Il exposure. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such
as fluconazole.

ion studies of i of ROZEREM with fluoxe-
tine (CYP2D6 inhibitor), omeprazole (CYP1A2 inducer/CYP2C19 inhibitor),
theophylline (CYP1A2 substrate), and dextromethorphan (CYP2D6 substrate)
did not produce clinically meaningful changes in either peak or total expo-
sures to ramelteon or the M-Il metabolite.
Effects of ROZEREM on Metabolism of Other Drugs
Concomitant administration of ROZEREM with omeprazole (CYP2G19 sub-
strate), dextromethorphan (CYP2D6 substrate), midazolam (CYP3A4

digoxin (p in sub-

strate), and warfarin (CYP2C9 [S]/CYP1A2 [R] substrate) did not produce
clinically meaningful changes in peak and total exposures to these drugs.
Effect of Alcohol on Rozerem
Alcohol: With single-dose, daytime co-administration of ROZEREM 32 mg
and alcohol (0.6 g/kg), there were no clinically or sig-

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

Drug/Laboratory Test Interactions

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

in vitro.

i and i of Fertility
Carcinogenesis
In a two-year carcinogenicity study, B6C3F; mice were

higher than the peutic exposure to
the MRHD based on AUC).

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

and M-II, respectively, at

at doses of 0, 30, 100, 300, or 1000 mg/kg/day by oral gavage. Male mice
exhibited a dose-related increase in the incidence of hepatic tumors at dose
levels >100 mg/kg/day including hepatic adenoma hepatic carcinoma, and
Female mice lated increase in the inci-

dence of hepatic adenomas at dose Ievels > 300 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors in male mice was 30 mg/kg/day (103- tlmes and 3-times the therapeu-
tic exposure to and the active 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-I,
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

ic exposure to and M- ively, at the MRHD
based on AUC).
The development of hepatic tumors in rodents following chronic treatment
with non- y 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-

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

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

Labor and Delivery

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

Nursing Mothers

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

Pediatric Use

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

Geriatric Use

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

ADVERSE REACTIONS

Overview

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

genotoxic compounds in rodents has been linked to in
levels with cc y increases in 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
Iluteinizing 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-I1 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 /lm mammalian cell gene mutation assay using the
mouse lymphoma TK*/" cell line; in vivo/in vitro unscheduled DNA synthesis
assay in rat hepatocytes; and in in vivo micronucleus assays conducted in
mouse and rat. Ramelteon was positive in the chromosomal aberration assay
in Chinese hamster lung cells in the presence of S9 metabolic activation.
Separate studies indicated that the concentration of the M-Il metabolite
formed by the rat liver S9 fraction used in the in vitro genetic toxicology
studies described above, exceeded the concentration of ramelteon; therefore,
the genotoxic potential of the M-Il metabolite was also assessed in these
studies.
Impairment of Fertility
Ramelteon was administered to male and female Sprague-Dawley rats in
an initial fertility and early embryonic development study at dose levels of
6, 60, or 600 mg/kg/day. No effects on male or female mating or fertility were
observed with a ramelteon dose up to 600 mg/kg/day (786-times higher than
the MRHD on a mg/m? basis). Irregular estrus cycles, reduction in the num-
ber of implants, and reduction in the number of live embryos were noted with
dosing females at > 60 mg/kg/day (79-times higher than the MRHD on a
mg/m? basis). A reduction in the number of corpora lutea occurred at the

g/kg/day dose level. i of up to 600 mg/kg
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/m? 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 r human

in
Five percent of the 3594 individual subjects expnsed 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 ic and supportive should be used, along with
immediate gastric lavage where appropriate. Intravenous fluids should be
administered as needed. As in all cases of drug overdose, respiration, pulse,
blood pressure, and other appropriate vital signs should be monitored, and
general suppomve measures employed.

dose [MRHD] on a mg/m? basis. There are no adequate and well- olled
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

y reduce exposure to ROZEREM. Therefore,
the use of dla\y3|s |n 1he trea1ment of overdosage is not appropriate.

Poison Control Center

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

Rx only

Manufactured by:

to 150 mg/kg/day. Maternal toxicity was chiefly by

body weight and, at 600 mg/kg/day, ataxia and move-
ment. At maternally toxic doses (1 50 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
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higher than the exposure to and the active

M-I, respectively, at the MRHD based on an area-under-the-curve [AUC]
comparison). Pregnant rabbits were administered ramelteon by oral gavage
at doses of 0, 12, 60, or 300 mg/kg/day during gestation days 6-18, which is
the period of organogenesis in this species. Although maternal toxicity was
apparent with a ramelteon dose of 300 mg/kg/day, no evidence of fetal effects
or teratogenicity was associated with any dose level. The no-effect level for

©2006 Takeda Pharmaceuticals North America, Inc.
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was, therefore, 300 mg/kg/day (11,862-times and 99-times
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rent psychological problems; and how any
associations for verbal abuse might com-
pare with associations for other types of
childhood abuse.

The strength of the association between
maltreatment history and current psycho-
logical difficulties was determined by cal-
culating the effect sizes and 95-percent
confidence intervals for the differences
between subjects who had no exposure to
maltreatment and subjects exposed to the
maltreatment categories. “Effect size is a
more valuable measure for assessing the
impact of an experience than the p value,
which is strongly affected by group size,”
Teicher and his coworkers explained in
their report.

Childhood verbal abuse had a relatively
weak association with current anxiety, the
investigators found, but it had moderate
to strong links with current depression,
anger-hostility, and dissociative symp-
toms.

Moreover, these links were stronger
than those for being a victim of physical
abuse during childhood. They were com-
parable to those for witnessing domestic
violence during childhood and for being
sexually abused by a nonfamily member
during childhood.

The only form of child abuse that had
a stronger link with current depression
and dissociative symptoms than child-
hood verbal abuse was being sexually
abused by a family member. And even
it had a weaker connection with current
anger-hostility than did childhood ver-
bal abuse.

These results, of course, do not prove
that childhood verbal assaults can cause
psychological consequences in early adult-
hood since the investigation was of a retro-
spective rather than a prospective nature.
Nonetheless, Teicher and his coworkers
believe that it may well be the case. As
they concluded in their report, childhood
verbal abuse is “a potent form of maltreat-
ment.”

But perhaps the most interesting find-
ings to emerge from their study came
when they examined the links between
more than one type of child abuse and cur-
rent psychological difficulties.

They found, for example, an extraor-
dinarily powerful link between the com-
bination of verbal abuse and witnessing
domestic violence and current dissocia-
tive symptoms. “This finding is consonant
with studies that suggest that emotional
abuse may be a more important precursor
of dissociation than is sexual abuse,” Tei-
cher and his team said.

Indeed, the connections that Teicher
and his group found between various
combinations of child abuse and current
psychological difficulties were so potent
that they often equaled or exceeded
the link between familial sexual abuse
during childhood and current mental
health. “This is of great importance,”
the researchers noted, “as it suggests
that combined exposure to less blatant
forms of abuse may be just as deleteri-
ous as the most egregious acts we con-
front.”

The study was funded by the National
Institute of Mental Health and the
National Institute on Drug Abuse.

“Sticks, Stones, and Hurtful Words:
Relative Effects of Various Forms of
Childbood Maltreatment” is posted at
<http://ajp.psychiatryonline.org/cgi/
content/full/163/6/9932>. &



Positive Psychosis Symptoms
Linked to Violence Risk

Command hallucinations and persecutory delusions are associated with epi-
sodes of violence among a large sample of people with schizophrenia, but
serious violence by such individuals is infrequent.

hough violent behavior is

the exception rather than

the rule among people

with schizophrenia, one

large study found that pos-
itive psychotic symptoms such as persecu-
tory ideation and grandiosity were asso-
ciated with an increased risk of serious
violence.

In contrast, negative symptoms such
as passivity and social withdrawal were
associated with a decreased risk of violent
behavior.

“I think these findings reinforce the
view thatviolence risk reduction should be
an important goal and component of com-
munity-based treatment for schizophre-
nia and that risk reduction needs to focus
on clinical as well as nonclinical factors
that may contribute to violence,” one of
the study’s investigators, Marvin Swartz,
M.D., told Psychiatric News. Swartzis a pro-
fessor and head of the Division of Social
and Community Psychiatry at Duke Uni-
versity Medical Center.

Nonclinical factors related to violence
in the sample included residing in restric-
tive housing (such as a halfway house, psy-
chiatric hospital, or jail) or with family,
not feeling “listened to” by family mem-
bers, and a recent history of police con-
tact.

Data came from baseline interviews of
1,410 people with schizophrenia enrolled
in the National Institute of Mental Health
Clinical Antipsychotic Trials of Interven-
tion Effectiveness (CATIE) study.

The CATIE study was a randomized
trial conducted between January 2001 and
December 2004 at 56 clinical sites in 24
states to investigate treatment effective-
ness and outcomes among patients with
schizophrenia.

Each study site screened inpatients and
outpatients for study eligibility. Those
who were deemed to be appropriate for
participation had adequate decision-mak-

BY EVE BENDER

ing capacity and were receiving subopti-
mal treatment with antipsychotic medi-
cations due to problems with efficacy or
tolerability.

During a baseline assessment and before
the patients were randomized to experi-
mental treatments for the CATIE study,
lead investigator Jeffrey Swanson, Ph.D.,
and colleagues assessed the patients for
violent behavior in the prior six months.
He is an associate professor in the Depart-
ment of Psychiatry and Behavioral Sci-
ences at Duke.

To assess the generalizability of the
sample, Swanson compared participants
with a “quasi-random” sample of 1,413
patients enrolled in the Schizophrenia
Care and Assessment Program, an obser-
vational study of schizophrenia treatment
in the United States.

Though the CATIE sample had a lower
proportion of minority patients, the two
samples were similar in other demographic
characteristics, age, and a variety of clini-
cal characteristics.

The similarities provide “some confi-
dence that the CATIE project’s random-
ized, controlled-trial design did notresult
in a biased selection of more severely
ill and impaired patients,” the authors
noted.

They used the MacArthur Commu-
nity Violence Interview to measure minor
and serious violence. Researchers defined
minor violence as a simple assault without
injury or weapon use (shoving or slapping
another person, for example) and serious
violence as assault using a lethal weapon
or resulting in injury, threat with a lethal
weapon, or sexual assault.

Researchers gathered information on
violent acts by the subjects through patient
self-reports and family collateral informa-
tion (when available).

Researchers also assessed patients at
baseline for factors such as available social
support, severity of illness, and awareness

Can Treatment Prevent Violence?

While findings from the CATIE study on violence cannot be disputed—3 percent to 6 per-
cent of people with schizophrenia in the sample engaged in serious violence in the six months
before a baseline interview (see article above)—the issue of how those findings should be
applied to people with serious mental illness is a divisive one.

Treatment Advocacy Center Director Mary Zdanowicz, J.D., and Bazelon Center for Men-
tal Health Law Director Robert Bernstein, Ph.D., agreed that the study is important because it
sheds light on the correlates of violence among people with schizophrenia.

But while Zdanowicz believes that the findings should support laws that mandate treat-
ment for people who are a danger to themselves or others, Bernstein does not.

The Treatment Advocacy Center is a nonprofit organization dedicated to eliminating
barriers to treatment; it advocates for assisted outpatient treatment. The Bazelon Center
describes its mission as protecting and advancing the rights of people with mental illness.

“This study isn’t designed to create an argument for legal intervention,” Bernstein told
Psychiatric News. Since the CATIE study does not establish a causal relationship between
violence and patients’ clinical characteristics, “any attempt to jump to a conclusion that we

can prevent violence is preposterous,” he said.

Zdanowicz noted that the study “helps us better understand the specific array of symp-
toms that increase the risk of violence,” and said the study provides clinicians and others with
“the hope of identifying who is at risk for violence and managing that risk by ensuring that

they get the treatment they need.”

of mental health problems, among oth-
ers. They also used the Structured Clini-
cal Interview for Axes I and II of DSM-
IV Disorders—Patient Edition to confirm
schizophrenia diagnoses and assess child-
hood conduct problems.

In addition, they used the Positive and
Negative Syndrome Scale (PANSS) to rate
severity of psychotic symptoms.

Among the 1,410 patients, the six-month
prevalence of any violence was 19.1 percent:
219 patients (15.5 percent) reported minor
violence, while 51 (3.6 percent) reported
serious violence.

Both Clinical, Nonclinical Factors Play Role

Swanson found that serious violence
was associated with several clinical and
nonclinical factors.

For instance, those who scored above
the median on the PANSS for positive psy-
chosis symptoms had 2.71 times the risk
for serious violence as those with lower
scores.

minor violence included limited or no
vocational activity, residing in “restric-
tive” housing with family, and not feeling
“listened to” by family members.

“Studies show that when violent behav-
ior occurs, it tends to involve family mem-
bers and acquaintances much more often
than strangers,” Swanson noted. “People
with severe mental illness may also experi-
ence emotional conflict within family rela-
tionships. . .that can contribute to the risk
of violence.”

He speculated that a “cause-and-effect
connection” might play a role in the link
between minor violence and lack of a job.
“Being unemployed and having no mean-
ingful work to do—especially over a long
period of time—can be stressful and may
indirectly increase risk of assaultive behav-
ior in people with schizophrenia.”

Maijority Do Not Act Violently
Swanson emphasized that the majority
of patients with schizophrenia have posi-

Risk Factors for Committing Serious Violence

In a sample of patients with schizophrenia in a number of settings, those with positive (above the median)
PANSS* scores had 2.7 times the risk of committing an act of serious violence. In contrast, those who
scored above the median on the PANSS negative symptom subscale were .75 times less likely to commit

an act of serious violence.

Negative PANSS* score [FPE

Substance use

Substance abuse or dependence

Recent nonviolent victimization (past 6 mos.)
Homelessness

Positive PANSS* score

Childhood conduct problems (>2)

Arrested or picked up for crime (past 6 mos.)
1

0dds ratio

*The Positive and Negative Syndrome Scale (PANSS) is a clinical rating scale of individual psychotic symptoms on a 7-point scale from
“symptom absent” to “extreme.” Researchers analyzed two subscales for positive and negative psychotic symptoms.

Source: Jeffery W. Swanson, Ph.D., et al., General Archives of Psychiatry, May 2006

Patients who scored above the median
for negative psychotic symptoms had about
a quarter of the risk as those who scored
below this point.

People with suspiciousness and perse-
cutory delusions also had an increased risk
of engaging in serious violence (odds ratio
1.46, p<.001), as did those who responded
to hallucinations (odds ratio 1.43, p<.001).

Also, serious violence was significantly
associated with grandiosity (odds ratio
1.31, p=<.001) and excitatory symptoms
(odds ratio 1.30, p=.02).

In addition, the findings showed that
27.5 percent of those who committed seri-
ous violence were arrested, and 16.1 per-
cent of those with minor violence were
arrested for some crime in the previous
six months. Arrest data were gathered by
self-report.

Swanson told Psychiatric News that he
thought that positive psychotic symptoms
may lead to violence in several ways: “A per-
son with a severe thought disturbance may
hear voices directing him or her to attack
someone else,” he said. With persecutory
delusions, “a person may act on a false per-
ception of threat of harm from someone”
in which case “a violent act might seem like
self-defense from the distorted perspective
of the person with psychosis.”

Younger age, childhood conduct disor-
der problems, and a history of arrests were
nonclinical factors associated with serious
violence, the researchers found.

Nonclinical factors associated with

tive psychotic symptoms but do not engage
in violent behavior.

He acknowledged that “serious violence
[among people with schizophrenia] may be
unlikely, but it’s a bad thing when it hap-
pens” and that clinicians and advocates for
patients’ rights may have different inter-
pretations of the study findings.

“Psychiatrists worry about patient vio-
lence not because it’s especially common,
but in part because of clinicians’ legal lia-
bility for adverse, but rare, outcomes of
their treatment decisions.”

In contrast, patients’ rights advocates,
who often oppose involuntary treatment,
may be concerned because national surveys
have shown that the “majority of the pub-
lic believes (erroneously) that mentally ill
people are generally dangerous,” and this
belief could be used to justify legal strate-
gies for overriding people’s right to refuse
mental health treatment, Swanson said.

He noted that homicides or other seri-
ous violent acts committed by a person
with schizophrenia usually become “ban-
ner headlines” in newspapers “even if other
potential factors are involved” in the vio-
lent act. “You will not read a companion
story about the thousands of other people
with mental illness in the same city who
never did anything violent.”

The findings, he continued, “rein-
force the view that violence risk-reduction
should be an important goal of commu-
nity-based treatment for schizophrenia”

please see Psychosis on page 38
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Adult Separation Anxiety
Often Overlooked Diagnosis

Adult separation anxiety disorder is often mistaken for fear of being in situ-
ations from which escape might be difficult, but is a surprisingly prevalent

condition.

an example of adult separation anxiety

disorder, they might cite the classic
Hollywood film “Casablanca,” where Ilsa
(Ingrid Bergman) clings to Rick (Hum-
phrey Bogart) shortly before they part
forever. Or they might point to the Holly-
wood thriller “Psycho,” where lead char-
acter Norman Bates (Anthony Perkins)
sleeps next to his mother long after she
has died.

Adult separation anxiety disorder is
more than the stuff of Hollywood, though.

I f the American public were asked to give

BY JOAN AREHART-TREICHEL

It afflicts some 7 percent of Americans at
some point in their lives, according to a
new study.

“The results did not really surprise
me,” Katherine Shear, M.D., a profes-
sor of psychiatry at Columbia University
and the lead investigator, told Psychiatric
News. “Our group in Pittsburgh, as well as
colleagues in Australia and in Italy, have
observed adult separation anxiety disor-
der in clinical populations for a number of
years now. It is clear that this is an identi-
fiable syndrome.”

The investigation conducted by Shear
and her colleagues appears to be the first to
explore the prevalence of adult separation
anxiety disorder in the American popula-
tion. Data for the inquiry were collected as
part of the National Comorbidity Survey
Replication, which has already provided
a treasure trove of information about the
prevalence and treatment of psychiatric
disorders (Psychiatric News, July 1 and July
15, 2005).

Still other notable insights into
adult separation anxiety disorder have
emerged from the study by Shear and
her team. For example, the prevalence
of the disorder in the United States is
even greater than that of childhood sep-
aration anxiety disorder, which is 4 per-
cent. While some Americans with the
adult version first experienced it during
childhood, the vast majority encoun-
tered it once they reached adulthood.
Adult separation anxiety disorder often
occurs along with other psychiatric ill-

Treatments

continued from page 16

outcomes associated with the use of VNS
compared with the outcomes of treatment
as usual without VNS therapy.

A second initiative is Cyberonics’
launch of a patient registry of treatment-
resistant patients who receive VNS ther-
apy. The registry, which will be adminis-
tered by Martin Keller, M.D., a professor
and chair of psychiatry at Brown Univer-
sity, currently involves 22 medical centers
across the country and may involve up to
100 centers that will enroll 2,000 patients
in the registry. The longitudinal, prospec-
tive, observational registry will track clini-
cal course and outcomes for patients with

VNS and without.

TMS Data Look Promising

Neuronetics Inc. released results of the
first multicenter, controlled clinical trial
of its transcranial magnetic stimulation
(TMS) therapy at a symposium at APA’s
annual meeting. In contrast to the inva-
sive nature of VNS (which requires sur-
gical implantation), TMS is noninvasive
(Psychiatric News, July 1, 2005).

During a TMS therapy session, a patient
sitsin a chair similar to those found in den-
tal offices with the TMS machine directed
at the patient’s skull over the left prefrontal
cortex. The device looks similar to a dental
X-ray machine. The TMS apparatus uses
a strong, highly focused magnetic field—
much like MRI technology—to create a
focal electrical current in the brain tissue.
The therapy does not require anesthesia
or sedation, so patients can drive them-
selves home immediately following their
40-minute treatment.

The “NeuroStar TMS therapy system”
is currently under review by the FDA, with
an approval anticipated by Neuronetics
sometime around early 2007, said Mark
Demitrack, M.D., a vice president and
chief medical officer at Neuronetics.

The company’s pivotal trials of TMS
therapy involved 301 patients with depres-
sion who were unresponsive to at least one
previous adequate antidepressant therapy
at 23 clinical research institutions in the
United States, Canada, and Australia. Pre-
viously, TMS had been studied (for about
a decade) in small, single-site studies with
small numbers of patients.

X psteuarmc news /duy 7, 2008

Neuronetics completed two stud-
ies lasting four to six weeks, the first an
acute efficacy and safety trial including
a double-blind “sham TMS” control. In
sham TMS, internal modifications were
made to shield the TMS system magnet
so that therapy with random patients
would outwardly appear to progress nor-
mally but no magnetic stimulation could
reach their brains. The system modifica-
tions were made by persons not involved
in the clinical aspects of the trial. Nei-
ther the patients nor the clinicians knew
whether specific patients were in the
active therapy group or in the sham-con-
trol group.

A second four- to six-week study was
also conducted with an open-label, cross-
over design with the patients who did
not respond to the double-blind sham-
controlled trial. Then, all patients who
improved (defined as at least a 25 percent
decrease from baseline in total score on
the Hamilton Depression Rating Scale-17
Item at study completion) in either of the
four- to six-week trials were entered into
a “maintenance of antidepressant effect”
trial lasting six months.

Overall, patients studied were in a
recurrent episode of major depressive dis-
order and were roughly equal in terms of
gender, averaged 48 years of age, and had a
mean duration of their current depressive
episode of about 13 months. The average
number of verified antidepressant treat-
ment failures per patient was 1.6 for the
current depressive episode. The patients
were severely depressed, with average
Montgomery-Asberg Depression Rat-
ing Scale scores around 33 and Hamilton
scores around 23.

Patients receiving active TMS
improved significantly more than the
sham patients by week 4. Response rates
in the active group were generally about
two-fold higher than those with sham-
TMS by week 4, and remission rates
were also about two-fold higher in the
active group compared with the sham
group by week 6. Reflecting the severity
of the patients’ illness, placebo response
rates were low, averaging 11 percent at
week 4 and 13 percent at week 6.

Importantly, in the six-month exten-
sion study, efficacy was well maintained
through the end of the study. TMS, even
at high-intensity administration, was safe

with no seizure activity in any patients, no
negative auditory or cognitive effects, and
a general absence of typical side effects of
antidepressant medications.

The most frequent treatment-emergent
adverse events associated with active TMS,
compared with sham-TMS, were pain at
the application site, including facial dis-
comfort or pain, toothache, skin pain, and
muscle twitching.

Clinical Urgency Remains

While the data continue to be very
favorable, the clinical urgency to help
patients with treatment-resistant depres-
sion remains, Neuronetic’s Demitrack said,
especially in light of the recentreports from
the National Institute of Mental Health’s
STAR*D study of pharmacotherapy of
treatment-resistant depression.

Neuronetics’ data show a compara-
ble degree of efficacy with STAR*D level
2 data, “albeit with a greater degree of
treatment resistance and a much reduced
adverse-event burden,” Demitrack told
Psychiatric News.

TMS has broad effects on brain activity,
as well asin specific areas of the brain asso-
ciated with mood, Demitrack added. Most
of the therapeutic effects of TMS appear to
involve dopamine; however, lesser effects
have been noted with serotonin and nor-
epinephrine.

“As such, TMS may have different or
added long-term effects,” Demitrack con-
cluded. “T'MS may also have implications
for other uses, in other psychiatric dis-
orders such as schizophrenia, and pos-
sibly obsessive-compulsive disorder, as
well as in nonpsychiatric disorders such
as epilepsy, chronic pain, and poststroke
rehabilitation.” W

Erratum

n the June 2 issue, the name of the resi-

dency program whose psychiatry res-
idents have all become APA members
recently was incorrectly given as the
Mzt. Sinai School of Medicine. The cor-
rect name is Mt. Sinai Affiliated Hospi-
tals-Elmhurst Hospital Center, located
in Queens, N.Y. H

nesses, especially other anxiety condi-
tions or mood disorders.

Further, adult separation anxiety dis-
order is often associated with personal
and social impairment—many Americans
with it are poorly educated, unemployed,
and unmarried—even when other psychi-
atricillnesses are not present. And while 75
percent of Americans with the condition
are receiving treatment, most are receiving
help for comorbid conditions rather than
for separation anxiety per se.

These results have implications for clin-
ical psychiatrists, Shear believes. “They
need to be aware of the occurrence, preva-
lence, and comorbidities of this syndrome,
which could be confused with agoraphobia
and which could complicate another Axis
I disorder, since it is co-occurring with so
many. Following the principle of measure-
ment-based care, it will be very important
to follow these symptoms in patients who
are treated for adult separation anxiety
and/or co-occurring conditions.”

Even with the insights obtained from
this study, a lot more needs to be learned
about adult separation anxiety disorder,
Shear and her group pointed out in their
study report, which appeared in the June
American fournal of Psychiatry.

For instance, when is the dependence of
family members on each other culturally
determined and acceptable, and when is it
pathological? When is angst about separa-
tion from a loved one during war, natural
catastrophes, or other dire circumstances
to be expected, and when is it not? And
what are normal and abnormal responses
to the loss of a loved one? Shear, in fact,
is exploring these issues (Psychiatric News,
August 20, 2004; July 15, 2005).

The study by Shear and her team was
financed by the National Institute of
Mental Health, John D. and Catherine
T. MacArthur Foundation, Pfizer Foun-
dation, U.S. Public Health Service, Pan
American Health Organization, Eli Lilly
and Co., and GlaxoSmithKline.

“Prevalence and Correlates of Esti-
mated DSM-IV Child and Adult Sepa-
ration Anxiety Disorder in the National
Comorbidity Survey Replication” is post-
ed at <bitp://ajp.psychiatryonline.org/cgi/
content/full/163/6/1074¢>. A

BPD

continued from page 24

hood a source of positive self-esteem and
security, whereas others can be immobi-
lized by the conflicts related to nurturing or
disciplining their children, according to the
report.

“Clinicians have often been exposed
to borderline patients who found the
stress of mothering overwhelming,”
Gunderson said. “Whenever they felt
angry at their child, they felt they were
bad and became self-destructive. This
study sheds light on the other side of this.
Many borderline patients have found the
mothering experience a source of stabil-
ity and self-esteem. They are less apt to
reappear in treatment settings. Know-
ing this has made me more circumspect
about advising women with borderline
personality disorder whether to have
children or not.”

“Predictors of 2-Year Outcome for Pa-
tients With Borderline Personality Disor-
der”is posted at <bttp://ajp.psychiatryonline.
org/cgi/content/full/163/5/822>. A
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Trauma, Violence to Get
Multidisciplinary Focus

APA’s fall meeting will be held October 5 to 8 in New York. It will focus on ad-
dressing trauma and violence at the community level.

t is dazzling to chair the Institute

on Psychiatric Services in the year

that it is being held in New York

City. What glory for a Seattle boy

who loves the Big Apple and would
have loved to spend a year or two of my
life there. This meeting will be a big one,
not only because so many of our commu-
nity-practice members live in, or close to,
New York City, and not only because of the
city’s draw for the rest of us, but because
we have a program that is cutting edge and
relevant to your work.

When Pedro Ruiz, M.D., APA’s incom-
ing president, and I developed the theme for
the institute, “Trauma and Violence in Our
Communities,” 9/11 was a painful memory
no longer needing to be thrashed over once
again at our meetings, and Katrina had not
yet happened. But the buzz about disasters
had persisted, and we felt that there was a
sense of danger in our communities and in
our world. This year’s institute captures
that concern in a thousand different ways,
as it affects our patients, especially those
with severe psychiatric illness; ourselves;
and the population at large. The lineup
of lecturers will touch on aspects of this
theme, as will many of the symposia and
workshops. They will be interspersed with
solid clinical presentations and a series of
medical updates.

The institute is the home meeting of
the American Association of Community
Psychiatrists (AACP). Its program gives us
inspiration and ideas that help our local pro-
grams and keeps us going another year. Do
note the number of program items that are
jointly sponsored by APA and the AACP.

In the spirit of community practice, APA
has made this meeting welcoming to allied
professionals. The American Orthopsychi-
atric Association will be offering a program
element again this year, as will the Thera-
peutic Education Association, a regular at
the institute. We are proud of the institute’s
large cross-professional attendance.

Recovery is a concept whose value is
being increasingly appreciated through-
out the treatment community, given the
clear mandate for system transformation
from the President’s New Freedom Com-
mission on Mental Health. Many speak-
ers will be focusing on recovery, and we
are sure that community psychiatrists will

How to Register

e Register online for the 2006 Institute on
Psychiatric Services at <www.psych.org/
edu/ann_mtgs/ips/06/index.cfm>.

e Or use the registration form found in the
preliminary program booklet and mail or fax
the completed form to APA. The booklet

can be obtained by calling (888) 357-7924.

Register before September 7 and save on
fees. A discounted fee is available for resi-
dents; medical students attend free.

BY CHARLES W. HUFFINE JR., M.D.

leave the institute with renewed enthusi-
asm for the concept.

Last year, Celebration Recovery, a con-
sumer and family fair and celebration funded
and organized by the Irwin Foundation,
held one of its events at the institute. Many
such celebrations have occurred all over the
country in parks and hallsin association with
chapters of the National Alliance on Mental
Illness or consumer groups. We had no idea
how the eventwould turn out. About 200 psy-

chiatrists came to Celebration Recovery, not
having a clue whatit was. Ithad all the magic
ofa 1960s “happening” —with a sense of fun,
hopefulness, and creative energy reflected
in a remarkable art exhibit, performances,
and speeches. We estimated that nearly 600
consumers and their families came to Cele-
bration Recovery. The amazement on their
faces told the story of their appreciating what
is truly meant by recovery.

Our own Michael Schwartz, M.D., Joan
Clayton Ph.D., and their team from the
Irwin Foundation are bringing Celebra-
tion Recovery to this year’s institute. It will
be bigger and more spectacular—a testa-
ment to the healing force of hope and posi-
tive expectations.

So come to this year’s institute, go out
on the town, and gather with friends and
colleagues. It is often said that the insti-
tute is a friendly and intimate meeting, and

that’s not surprising—community psychi-
atrists know how to have fun. We are very
embracing of all our psychiatric colleagues
and will help them find the community
psychiatrist within, yearning to be free!

I want to end by giving special thanks
to Dr. Ruiz, who has been an inspiration to
work with; Jay Scully, M.D., our APA med-
ical director, who values the institute as a
critical gathering for APA; and our lead
staff person, Jill Gruber.

Move information about this meeting,
including the preliminary program, is
posted at <www.psych.org/edu/ann_mtgs/
ips/06/index.cfin>. The preliminary pro-
gram may also be obtained by calling
(888) 35-PSYCH. 1

Charles W. Huffine Jr., M.D., is chair of the
Scientific Program Committee of the Institute
on Psychiatric Services.
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Medical Updates to Highlight
HIV and Lung, Eye Disorders

Since mind and body affect one another, APA’s institute is including updates
on four medical topics of relevance to psychiatry.

hile New York City is known for

its world-class theatric, artistic,

athletic, musical, and financial
performances, it also boasts an impres-
sive concentration of medical schools
and teaching hospitals. Indeed, there are
four medical schools affiliated with mul-
tiple hospitals in Manhattan, two in the
other boroughs, and three in nearby coun-
ties. Drawn from this distinguished pool
of medical talent are four academic phy-
sicians who will be featured in the medi-

BY SPENCER ETH, M.D.

cal update series at APA’s 58th Institute on
Psychiatric Services, to be held in the Big
Apple October 5 to 8.

These four sessions are intended for a
general medical audience, and each will
cover a topic area of special significance
to psychiatrists.

On Thursday, October 5, at 8 a.m., Ken-
neth M. Prager, M.D., will discuss pulmonary
disease. This topic is especially important
because of the staggering prevalence of ciga-
rette smoking among people with mental ill-

ness. Prager will review the
evaluation of pulmonary
functioning, the effects of
smokingand pollution, and
the diagnosis and treatment
of asthma, chronic obstruc-
tive and interstitial lung
disease, and pulmonary
neoplasms.

Prager is a graduate of
Columbia University and
Harvard Medical School.
He was trained in inter-
nal medicine at Columbia-
Presbyterian Medical Center in Manhattan
and Billings Hospital of the University of
Chicago. In addition to his work as a clinical
professor in the Division of Pulmonary and
Critical Care of Columbia University Col-
lege of Physicians and Surgeons, he serves
as the director of clinical ethics and chair of
the Medical Ethics Committee at New York
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Presbyterian Hospital.

At10a.m. thatday, Joseph Z. Lux, M.D.,
will discuss HIV and AIDS. Although
neuropsychiatric and psychosocial issues
pertaining to HIV will be addressed in
an institute symposium, this presentation
will focus on the medical progress in eval-
uating and treating patients infected with
the virus and its common comorbidities.

Lux is board certified in internal medi-
cine and infectious disease in addition to
psychiatry. He completed a residency in
internal medicine at New York Univer-
sity and an infectious disease fellowship
at Columbia University College of Physi-
cians and Surgeons before training in psy-
chiatry at St. Vincent’s Hospital in Man-
hattan. Lux is an attending psychiatrist in
the HIV and consultation-liaison services
at Bellevue Hospital and an assistant pro-
fessor at New York University School of
Medicine.

Also on Thursday, at 3:30 p.m., James
C. Tsai, M.D., will offer an overview of
ophthalmology, a topic that is particu-
larly relevant as baby boomers—both our
patients and ourselves—grow older. Tsai
will discuss the latest advances in the diag-
nosis and medical and surgical manage-
ment of glaucoma, macular degeneration,
cataracts, and corneal disease.

Tsai completed his medical degree at
Stanford, his residency at the University of
Southern California’s Doheny Eye Insti-
tute, and two clinical fellowships at Bas-
com Palmer Eye Institute in Miami and at
the Moorfields Eye Hospital in London. He
is an associate professor of ophthalmology
and director of the Glaucoma Division at the
Harkness Eye Institute of Columbia Univer-
sity College of Physicians and Surgeons.

On Friday, October 6, at 10 a.m., F. Rus-
sell Kellogg, M.D., will discuss preventive
health care. Timely care provided by pri-
mary care physicians can reduce the death
rate among people under age 65. Kellogg
will analyze current medical evidence for
common preventive interventions, includ-
ing screening, immunizations, and coun-
seling. He will also discuss the role of rou-
tine health examinations and testing for
asymptomatic persons and the value of
understanding each patient’s risk profile.

Kelloggisa graduate of New York Medi-
cal College and is a board certified internist
and geriatrician with a faculty appointment
atNew York Medical College. He has spent
his career in the Department of Commu-
nity Medicine at St. Vincent’s Hospital in
Manhattan. For the past five years he has
served as department chair and director of
the primary care adult medicine resident
training program.

More information on the institute is
posted at <www.psych.org/edu/ann_mtgs/
ips/06/index.cfin>. B

Spencer Eth, M.D., is the local arrangements
consultant for APA's 2006 Institute on Psychi-
atric Services.



KNOW THEFACTS

T

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.

Vicer

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 Ill. Schizophr Res. 2005;80:19-32.
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Side Effects

continued from page 1

als of Intervention Effectiveness). That
analysis revealed that large percentages
of patients who enrolled in the 18-month
comparative treatment study already had
comorbid disorders that significantly
increased their risk for cardiovascular dis-
ease, even before receiving any study med-
ications. (The average patient in CATIE
had been diagnosed 14 years before enter-
ing the study and had taken numerous
antipsychotics previously.)

“I think this is probably the single most
important finding in the CATIE study,”
noted Henry Nasrallah, M.D., a profes-
sor of psychiatry, neurology, and neuro-
science at the University of Cincinnati
College of Medicine and a CATIE inves-
tigator. CATIE allowed investigators to
determine “to what degree patients were at
high risk when they entered CATIE, and
what happened to them when they received
certain antipsychotics within the CATIE
[protocol].”

Results from CATIE largely con-
firmed what other studies have reported
over the last five to seven years, Nasrallah
said. “Some antipsychotics worsened the
[patients’] metabolic condition, and other
[medications] helped them by lowering
their weight, lowering [blood glucose lev-
els], and lowering their lipids.”

Somewhat surprising, Nasrallah said,
was the finding that42 percent of the 1,460
patients initially enrolled in CATIE met
criteria for metabolic syndrome. Meta-
bolic syndrome is a constellation of signs
and symptoms that taken together signal a
significantly increased risk of death by car-
diovascular disease (see box).

However, Nasrallah reported at the
press briefing and in a new research poster
presentation that these were the truly
troubling findings: 45.3 percent of the
patients who had diabetes when they ini-
tially enrolled in CATIE were not receiv-
ing any treatment to help control their
blood glucose levels; 89.4 percent of the
patients who had hyperlipidemia at base-
line were not taking a statin medication to
lower blood lipid levels; and 62 .4 percent of
the patients who met criteria for hyperten-
sion at baseline were not receiving antihy-
pertensive pharmacotherapy.

Missing the Forest for the Trees

Similar data were presented at APA’s
annual meeting by John Kane, M.D., chief
of psychiatry at Zucker Hillside Hospital
in Glen Oak, N.Y. Kane is leading a large
international study, funded by Pfizer, that
is examining cardiac risk factors in patients

To be diagnosed for metabolic syndrome,
patients must exhibit at least three of the
following five criteria:

1. Obesity as measured by a waistline
exceeding 40 inches for males or 35 inches
for females.

2. Fasting serum triglyceride levels above
150 mg per deciliter.

3. Serum high density lipoprotein (HDL)
levels below 40 mg per deciliter for males
or 50 mg per deciliter for females.

4. Hypertension defined by an increase in
systolic, diastolic blood pressure, or both,
above 130/85.

5. Hyperglycemia defined by elevated
fasting serum glucose levels greater than
110 mg per deciliter (some use glucose
levels above 100 mg/dL).
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with schizophrenia. To date, that study—
the Ziprasidone Observational Study
of Cardiac Outcomes (ZODIAC)—has
enrolled more than 17,000 patients who
have schizophrenia and are taking a vari-
ety of antipsychotic medications. ZODIAC
will attempt to determine whether ziprasi-
done (Geodon) can mitigate cardiovascular
risk factors associated with other antipsy-
chotic medications.

At baseline, 19 percent of ZODIAC
patients had hypertension, and 16 percent
met criteria for hyperlipidemia, yet less
than 3 percent were taking any antihyper-
tensive or statin medications. Nearly two-
thirds of the patients met criteria for obe-
sity, and 8.3 percent had diabetes.

“Clearly,” Nasrallah said at the press
briefing, “our patients with schizophrenia
are subject to double jeopardy, as I like to
call it. On the one hand, they have a high
risk of metabolic disorders that shorten
their lives and cause early heart disease.
On the other hand, they are not getting
appropriate and necessary treatment” for
these problems.

Guidelines Not Being Followed

Nasrallah believes the most significant
factor underlying the lack of treatment for
cardiovascular risk factors in patients with
serious mental illness is clinicians’ failure
to identify and monitor metabolic adverse
effects.

“Are psychiatrists actually check-
ing their patients at baseline?” Nasrallah
asked. “Do they measure and follow their
patients’ obesity, their hypertension, their
hyperglycemia and hyperlipidemia?”

In February 2004, APA joined with the
American Diabetes Association in issu-
ing a consensus statement calling for stan-
dardized monitoring of metabolic adverse
effects associated with the use of SGAs
(Psychiatric News, March 5, 2004). It was
also endorsed by the American Associa-
tion of Clinical Endocrinologists and the
North American Association for the Study
of Obesity.

The statement included a summary
review of evidence showing that not all six
of the SGAs appeared to be equally asso-
ciated with metabolic adverse events and
recommended specific laboratory tests
that should start at baseline, prior to the
patients’ first dose of antipsychotic med-
ication, and continue at regular intervals
through the first five years of antipsychotic
therapy.

Based on data from several studies pre-
sented at APA’s annual meeting, it appears
that less than 10 percent of patients on the
medications are being monitored using the
APA/ADA consensus protocol.

New research presented at APA’s 2006
annual meeting by Brian Cuffel, Ph.D., and
Antony Loebel, M.D., of Pfizer revealed
thatafter release of the APA/ADA consen-
sus statement, only 6 percent to 8 percent
of patients in their study taking SGAs com-
pleted the recommended baseline evalua-
tion of serum lipid levels along with fol-
low-up measurement three months after
initiation of antipsychotic therapy. Sim-
ilarly, only 16 percent to 23 percent of
patients underwent recommended baseline
and follow-up serum glucose testing.

"To see whether baseline monitoring and
follow-up of patients improved after the
release of the consensus statement, Cuffel
and Loebel compared data on 21,848
patients before the statement’s release and
8,166 patients six months afterward. The
researchers were surprised to find little
improvement. While baseline monitoring
was more common than follow-up, moni-
toring rates actually declined after antipsy-

chotic treatment was initiated.

The obvious disconnect between rec-
ommended monitoring of serious adverse
events and what actually occurs with
patients taking antipsychotics is of “grow-
ing concern,” Newcomer said.

“The good news is, there are efforts
now under way” to educate doctors about
the importance of monitoring, he added.
“And there’s a sort of groundswell of inter-
est” in making sure recommended moni-
toring is performed appropriately.

The APA Subcommittee on Antipsy-
chotics and Metabolic Risk, Newcomer
added, will soon issue a white paper sum-
marizing SGAs’ differential metabolic risk
and the monitoring protocols that should
help to prevent or reduce serious adverse

events. In addition, the National Asso-
ciation of State Mental Health Program
Directors recently held a policy meeting
and will issue a report soon.

Finally, Nasrallah noted, increasing
evidence indicates that initial impressions
of differential adverse effects among the
SGAs exist. “There are antipsychotics that
are completely metabolically weight-neu-
tral, lipid-neutral, and glucose-neutral.
There are other antipsychotics that sig-
nificantly increase [all three]. We need to
match the patient with the drug and get
the safest medication for patients who are
at the highest risk”

Newcomer agreed. “This is a variable
that psychiatrists are potentially in a posi-
tion to control.” H
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STAR*D Clarification

We noted with interest that the arti-
cle “For Nonremitting Depres-
sion, Add Rather Than Switch” in the
April 21 issue describes the results of the
NIMH Sequenced Treatment Alternative
to Relieve Depression trial (STAR*D).
Unfortunately, the headline gives the
wrong impression of the study results.
After treatment with citalopram failed
to bring patients to remission, patients and
clinicians had some choice in the groups
of treatments that were available for next-
step randomization. They could either
choose to add another medication (bupro-
pion-SR or buspirone), they could switch
to another medication (bupropion-SR, ser-
traline, or venlafaxine-XR), or they could
accept options that included either add-
ing cognitive-behavioral therapy (CBT)
or switching to CBT (Rush et al., 2004).
Another option was for patients to choose
to be randomized to any one of all avail-
able treatments. This strategy is called
“equipoise randomization” (Lavori et al.,
2001). This design allows patient prefer-

—

Personality
continued from page 27

DSM criteria, their functional scores don’t
change. They continue to have serious
problems. Borderlines may stop cutting
themselves and may stop overdosing—
that’s worth something—but it doesn’t
mean they are cured. To me the CLPS
findings present an important challenge
to the current criteria in DSM Axis I1.”
Despite the difficulty that the concept
of personality disorder presents to clini-
cians and researchers, it remains a valid
diagnosis and applies to up to 25 percent
of most psychiatrists’ patients. For this
reason, he said personality disorders have
been referred to as a “stepchild” of psychi-
atric nosology—challenging to embrace,
but undeniably a member of the family.
“Psychiatry’s stepchildren may have
come of age,” Paris said. “They are unique
disorders, not simply variants of Axis I dis-
orders, and diagnoses of personality disor-
ders are associated with serious morbidity.
Etiology and pathogenesis need a lot more
research, but the prognosis is much bet-
ter than we used to think. BPD does seem
to improve over time, so we can tell our
patients, ‘Yes, you have borderline person-
ality, but you are going to get better” ”

Readers are invited to submit letters not
more than 500 words long for possible
publication. Psychiatric News reserves the
right to edit letters and to publish them in
all editions, print, electronic, or other media.
Receipt of letters is not acknowledged.
Letters should be sent by mail to Psychiatric
News, APA, Suite 1825, 1000 Wilson
Boulevard, Arlington, Va. 22209 or by e-mail
to pnews@psych.org. Clinical opinions

are not peer reviewed and thus should be
independently verified.

ence to be a factor in treatment allocation.
Consequently, patients were not forced to
a randomization to either a switching or
adding strategy.

"This patient preference may introduce a
confounding variable, which can preclude
a direct comparison of the two strategies.
Indeed, in our study most patients and cli-
nicians chose to either add or switch, but not
both; consequently, the results from add-
ing medication cannot be compared with
the results from switching medications.
Therefore, results do not indicate that add-
ing is preferred over switching. Instead, we
believe the results suggest that either add-
ing or switching appears reasonable.

ANDREW A. NIERENBERG, M.D.

A.JOHN RUSH, M.D.
MADHUKAR H.TRIVEDI, M.D.
BRADLEY N. GAYNES, M.D., M.P.H.
STEPHEN R. WISNIEWSKI, PH.D.
MAURIZIO FAVA, M.D.

For the the STAR*D Team

Old But New

read with interest the article “Residency

Program Combines Child, General Psy-
chiatry” in the March 3 issue. I was sur-
prised that this combined training seemed
like a new and suddenly creative concept.
Thomas Anders, M.D., wrote, “Now we
have regulatory concurrence that inte-
grated training is feasible. We are left with
how to implement this.”

Certainly, one place to look for proof
is Duke University Medical Center. Drs.
John Fowler and Ewald Busse had a four-
year combined program for child psychia-
try training already in place when I entered
in 1970. The general residents were part
of the same program, starting their child
rotations in year one. Thus, this “new”
concept is at least 36-plus years old.

WILIAM BEUTE, M.D.
Grand Rapids, Mich.
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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 anti-
depressants. 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.

*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,
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EFFEXOR XR is proven to help prevent new episodes
of depression up to 1 year.'

or at the time of increases or decreases in dose. Anxiety, discontinuation symptoms and monitored while discontinuing the
agitation, panic attacks, insomnia, irritability, hostility, impulsivity, drug; the dose should be tapered gradually. See the Precautions
akathisia, hypomania, and mania have been reported and may section of the Prescribing Information.

represent precursors to emerging suicidality. Stopping or . 1he most common adverse events reported in EFFEXOR XR short-
modifying therapy should be considered especially when yorm “sjaceho-controlled MDD, generalized anxiety disorder
symptoms are severe, abrupt in onset, or not part of presenting  (GAD) "social anxiety disorder (SAD), and/or panic disorder (PD)
symptoms. trials (incidence >10% and >2x that of placebo) were anorexia,
« Treatment with venlafaxine is associated with sustained increases — asthenia, constipation, dizziness, dry mouth, ejaculation problems,
in blood pressure (BP) in some patients. Postmarketing cases of impotence, insomnia, nausea, nervousness, somnolence, and
elevated BP requiring immediate treatment have been sweating.

reported. Pre-existing hypertension should be controlled.

Regular BP monitoring is recommended.

* Abrupt discontinuation or dose reduction has been associated with  gneE—DAILY
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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

ic Anyone idering 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 repr

(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.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to
any excipients in the formulation. Concomitant use in patients taking
monoamine oxidase inhibitors (MAOIs). 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
iliness 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. 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 iatric, 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 treatlng bipolar
depression. Potential for with MAOIs—Ad
some serious, have been reported in patients who recently
discontinued an MAOI and started on venlafaxine, or who recently
d|scont|nued venlafaxme prior to initiation of an MAOI. These
tremor, | diaphoresis, nausea,
vommng, flushing, dizziness, hyperthermia with features resemhlmg
ic malignant , 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 venlafaxme before starting an
l. S d Hypertension e 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 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 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 1e or 0-c 1e (0DV),
and venlafaxine did not exaggerate the psychomotor and psychometric
effects induced by ethanol. Cimetidine: Use caution when administering
venlafaxine with cimetidine to patients with pre-existing hypertension or
hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine 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 Crnay increased 88%, but the
haloperidol elimination half-life was unchanged. Lithium: A single dose of
lithium did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to
Plasma Proteins: Venlafaxine is not highly bound to plasma proteins;
coadministration of Effexor XR with a highly protein-bound drug should
not cause increased free concentrations of the other drug. Drugs That
Inhibit Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is
metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this
isoenzyme have the potential to increase plasma concentrations of
venlafaxine and decrease concentrations of ODV. No dosage adjustment is
required when venlafaxine is coadministered with a CYP2D6 inhibitor.
Concomitant use of venlafaxine with drug treatment(s) that potentially
inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for
venlafaxine, has not been studied. Use caution if therapy includes
venlafaxine and any agent(s) that produces simultaneous inhibition of
these two enzyme systems. Drugs 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 AUC, Cmax and Cpin
increased by ~35% in the presence of venlafaxine. The 2-0H-desipramine
AUCs increased 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 Cpax. Indinavir did not affect the PK of venlafaxine
and 0DV. 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. Mi

Impairment of Fertility—Carcinogenesis: There was no increase in
tumors in mice and rats given up to 1.7 times the maximum
recommended human dose (MRHD) on a mg/m? basis. Mutagenesis:
Venlafaxine and ODV were not mutagenic in the Ames reverse mutation
assay in Salmonella bacteria or the CHO/HGPRT mammalian cell forward
gene mutation assay. Venlafaxine was not clastogenic in several assays.
0DV elicited a clastogenic response in the in vivo chromosomal aberration
assay in rat bone marrow. Impairment of Fertility. No effects on
reproduction or fertility in rats were noted at oral doses of up to 2 times
the MRHD on a mg/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 patients. The precautions for adults
apply to pediatric patients. Geriatric Use—No overall differences in
effectiveness or safety were observed between geriatric and younger
patients. Greater sensitivity of some older individuals cannot be ruled out.
Hyponatremia and SIADH have been reported, usually in the elderly.
ADVERSE REACTIONS: Associated with Discontinuation of Treatment—
The most common events leading to discontinuation in MDD, GAD, SAD,
and PD trials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia,
tremor, abnormal (mostly blurred) vision, abnormal (mostly delayed)
ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thinking abnormal, decreased libido, and sweating. Commonly Observed
Adverse Events in Controlled Clinical Trials for MDD, GAD, SAD, and PD—
Body as a Whole: asthenia, headache, flu syndrome, accidental injury,
abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation.
Digestive: nausea, constipation, anorexia, vomiting, flatulence, diarrhea,
eructation. Metabolic/Nutritional: weight loss. Nervous System: dizziness,
somnolence, insomnia, dry mouth, nervousness, abnormal dreams,
tremor, depression, hypertonia, paresthesia, libido decreased, agitation,
anxiety, twitching. Respiratory System: pharyngitis, yawn, sinusitis. Skin:
sweating. Special Senses: abnormal vision. Urogenital System: abnormal
ejaculation, impotence, orgasmic dysfunction (including anorgasmia) in
females. Vital Sign Changes: Effexor XR was associated with a mean
increase in pulse rate of about 2 beats/min in depression and GAD 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, otitis
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.
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Gontrol acute agitation with

GEODON

for Injection |ziprosidone mesylale)
a1

Rapid improvement with low EPS'?

e Significant control achieved between 15 and 30 minutes* after injection"
¢ Proven advantages over haloperidol IM

— twice the improvement as measured on the BPRS"

— significantly lower incidence of movement disorders”

e Smooth transition, with continued improvement, from IM to oral therapy**
e May be used concomitantly with benzodiazepines

3

“In 2 pivotal studies vs control, significance was achieved at 15 minutes (with 10 mg dose) and 30 minutes (with 20 mg dose), respectively.
"In a 7-day, open-label IM-to-oral transition study.
*In a 6-week, open-label IM-to-oral transition study.

GEODON

Oral Capsules (ziprasidone HC|
and Injeetion (ziprasidone mesylote|

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

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

In fixed-dose, pivotal studies, the most commonly observed adverse events associated with the use of GEODON for Injection (incidence >=5%)
and observed at a rate in the higher GEODON dose groups (10 mg, 20 mg) of at least twice that of the lowest GEODON dose group (2 mg control) were
somnolence (20%), headache (13%), and nausea (12%).

Please see brief summary of prescribing information on adjacent page.



Treatment Choices

continued from page 2

ation or attempts, all of whom were receiv-
ing mirtazapine.

In their report, Fava and his colleagues
said that “there is no clear advantage
in switching to either one of these two
treatments for outpatients who have not
responded to multiple treatment trials.”
They also concluded that “the use of suc-
cessive monotherapies results in only mod-
est remission rates, even when the antide-
pressants have pharmacological profiles
that clearly differ from those of previous
agents,” as was the case in the three levels
of STAR*D.

“I think the issue here,” Fava told Psy-
chiatric News, “is that combining agents, as
in adding or augmenting strategies, should
be considered as an alternative.”

The overall message, he continued, is
thatafter a first failed antidepressant trial,
whatever strategy you try next—switching
or augmentation—appears to work. After

two [consecutive] failed antidepressant tri-
als, what you try next may, in some ways,
have greater impact.”

Fava maintains that more research is
needed to define more clearly the best
options for particular subclasses of patients.
Pending reports from the STAR*D Study
Team may help address these issues.

In an accompanying editorial, Mat-
thew Menza, M.D., an associate professor
of psychiatry and director of the Affective
Disorders Program at the Robert Wood
Johnson Medical School, calls STAR*D “a
laudable endeavor.” The study’s results will
continue to be published, he added, “and
beyond this first wave, we will continue to
see results that may affect our practice.”

He cautioned, however, that “clinical
trials tell us how groups of patients do on
average. For an individual patient, a par-
ticular treatment may or may not work.
These trials do not tell us which patient
will respond to which treatment; they
merely suggest what treatment is most
likely to be helpful.”

As for the relatively small and nonsig-
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Violence

continued from page 18

from dialectical-behavioral therapy if they
engage in an impulsive, reactive type of
violence, Stankowski noted.

However, such treatment may not
work for those with antisocial traits who

nificant difference between mirtazapine
and nortriptyline in level 3, Menza wrote,
“We are left wondering whether the dif-
ference was mere chance or if we really
should be using tricyclic antidepressants,
such as nortriptyline, more than we cur-
rently do.”

“A Comparison of Mirtazapine and
Nortriptyline Following Two Consecutive
Failed Medication Treatments for De-
pressed Outpatients: A STAR*D Report”
is posted at <bttp://ajp.psychiatryonline.
org/> under the Fuly issue. B

BRIEF SUMMARY. See package insert for full prescribing information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with
atypical antipsychotic drugs are at an increased risk of death compared to placebo. Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between 1.6to 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
fo 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 Psychusm

INDICATIONS—GEODON Capsules s indi iaand acute manic or mixed episod w
bipolar disorder with or without psychnlm!ealures GEODON® (zmrasuinne 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 Il 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 information as a contraindication or a boxed or bolded warning
(see WARNINGS ). GEODON s contrai inindivi 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
Y drugs are atani risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of panems with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT; interval. Additionally, clinicians should be alert to the
identification of other drugs that have been consistently observed to prolong the QT interval. Such drugs should not be prescribed with
GEODON. Astudy 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 lessthan the { for 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 placeho 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%) placeho patients revealed QT intervals exceeding the
potentially clinically relevantthreshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/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 10 mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
recommended therapeutic dose. The mean change in QT, from baseline was calculated for each drug using asample-based correction
that removes the effect of heart rate on the QT interval. The mean increase in QT; from baseline for GEODON was 4.6 msec following
thefirstinjectionand 12.8 msec following the second injection. The mean increase in QT; from baseline 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 for the drugs used as active controls and placebo.
Nevertheless, GEODON's larger prolongation of QT, length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
1o be considered in deciding among alternative drug products. Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT interval, including (1) bradycardia; (2)
hypokalemia or 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 consil for GEODON 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 arrhylhmla Hypnkalemla may resultfrom d|urel||:lherapy, diarthea, and other causes. Patients with low serum
potassium and/or D! with treatment. It ial to periodically
monitor serum i pyis introduced during GEODON treatment. Persmently prolonged QT;
intervals may alsoi increase the risk of further prolongation and arrhythmia, butitis not clear that

information and instructions in the Patient i i i tients. 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 ium and magnesium. DI inue 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 AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cryax 0f GEODON by about 35%-40%. Cimetidiine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maaloxdid not affect GEODON ics. Population phar analysis
of schizophrenic patientsin controlled clinical trials has not revealed any clinically significant pharmacoki nswith i

propranolol, or lorazepam. Effect of GEODON on Other Drugs: In vitro studies revealed little potential forGEODUN tointerfere with the
metabolism of drugs cleared primarily by CYP1A2, CYP2C9, CYP2G19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with /ithium450 mg bid for 7 days did not affect the steady-
state 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 (0.15mg). Consistent withn vitro results, a study 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 dextr 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 in a 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study 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
onlyifthe potential benefit justifies the potential risk to the fetus. Laborand 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)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due 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 dropout in the GEODON-treated
patients were akathisia, anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%) compared to one placebo patient each for 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 schizophrenia trials 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%), diziness
(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. Skin and Appendages—rash, fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body as a Whule—headache asthenla acmdental injury. Cardwvascu\ar—hypenensmn
Digestive—nausea, diarrhea, dry mouth, vomiting, D Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesw speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses—abnormal vision. Dose Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth |ncreased salivation, arthra\g\a anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

effective in detecting such patients. Rather, GEODON should be avoided in patients with histori i illness,
eg, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhylhmla. GEODON should be
discontinued in patients who are found to have persistent QT, measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration of antipsychotic drugs. The management of NMS should include: (1) inuation of antip: 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 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 (TD) Asyndrome of potentially irreversible, involuntary, dyskinetic
movements may develop in patients undergoing treatment with antipsy drugs. Although the p! of TDappears 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 arelikely to develop TD. If signs and symptoms of TD appear in 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 n about one-sixth of these cases. The occurrence of rash was dose related, although the
finding might also be explained by longer exposure n higher-dose patients. Several patients with rash had signs and symptoms of associated
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. Upunappearanceofrashfurwhwhﬂn Iternative etiology

EPS): Theincidence of reported EPS for GEODON patients inthe short-term, placebo-controlled schizophrenia
trials was 14% vs 8% for pIacebo 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 27% 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 scl jatrials, GEODON was iated withamean inheartrate of 1.4 beats per minute comparedtoa 0.2
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 black, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thre myocarditis, thre . Digestive System— Frequent: anorexia, vomiting; Infrequent: rectal hemorrhage,
dysphagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamy! increased,

cannot beidentified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce or

with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probahly reflecting its oy~
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be
used cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer’s dementia.
Conditions that lower the seizure threshold may be more prevalentin a population of 65 years or older. Dysphagia: Esophageal dysmotility
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is 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 potential importance f the prescription of these drugs is contemplated in a patient with previously detected breast cancer.
Neither clinical studies nor epidemiologic studies conducted to date have shown an association between chronic administration of this class
of drugs and tumorigenesis in humans; the available evidence i i too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnolence was acommonly reported adverse eventin GEODON patients. In the 4-and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
hazardous machinery until they are reasonably certain that GEODON therapy does notaffect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Regulation: 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 lliness: Clinical experience with GEODON in patients with certain concomitant systemicillnesses is limited.
GEODON has not been evaluated or used toany appreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see 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

cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— Infrequent: anemia, ecchymosis, is, leukopenia, eosinophilia,
lymphadenopathy; Rare:thrombocytopenia, hypochromic anemia, lymphocytosis, monacytosis, basophilia, lymphedema, polycythemia,
thrombocythemia. Metabolic and Nutritional Disorders — Infrequent: thirst, transammasemcreased penpheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hy Jperch dehydrati Iactlc increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperli hypoch hypochloremia,
hypoglycemia, hyponatremia, hypoproteinemia, glucose tolerance decreased, gout, hyperchloremia, hyperuncemla hypocalcemia,
hypoglycemic reaction, hypomagnesemia, ketosis, respiratory alkalosis. Musculoskeletal System— Frequent: myalgia;
Infrequent:tenosynovitis; Rare:myopathy. ervousSystem Frequent:agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,

dyskinesia, hostility, twitching, p f vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidity, delmum hypotoma akinesia, dysarthria, wi syndrome, buccogle drome, choreoathetosis,
diplopia, incc - paralysis; Rare:myoclonus, nyst torticollis, ci P , Opi )
reflexes increased, 1r|smus Resg\ratouSystem Frequent:dyspnea; ia, epistaxis; Rare: laryngismu

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 field defect, keratitis, keratoconjunctivitis. Urogenital System — nfrequent:i 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: Inthese studies, the most commonly observed adverse events associated
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.
Body asaWhole—headache, injection site pain, asthenia, flusyndrome, back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constlpatlon
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, akathisia, agitation, idal syndrome, h

cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Apgendage —
furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is nota controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documented in 10 patients. All patients survived without sequelae. Inthe patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/75).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.

Psychopharmacology. 2001 155:128-134. 2. Brook S, Walden J, Benattia I, Siu CO, Romano SJ. Ziprasidone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison

of intramuscular and oral formulations in a 6- week, vandomlzed blinded-assessment study Psychopharmacology. 2005;178:514-523. 3. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone,
2:12-

2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J Clin Psychiatry. 2001 62:1
with intramuscular haloperidol in the treatment of acute psychosis. J Clin Psychiatry. 2000;61:933-941

18. 4. Brook S, Lucey JV, Gunn KP for the Z|praswdone IM Study Group Intramuscular ziprasidone compared
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plan aviolentactin a “calculating” man-
ner, she said.

Even violent offenders with mental
illness and a history of medication non-
compliance can benefit from treatment,
according to information presented at the
workshop.

To help attendees better understand
how violent patients may be treated on
an inpatient unit, Susan Hatters-Fried-
man, M.D., a senior instructor in psychi-
atry at Case Western Reserve University
in Cleveland, presented the case of “Billy,”
a 30-year-old patient with schizoaffective
disorder, borderline personality disorder,
and mild mental retardation.

At a young age, he was raped by a fam-
ily member and as an adult was convicted of
rape. Soon after admission to an inpatient
unit, Billy grabbed a female nurse and tried
to pull down her pants, Hatters-Friedman
said, in response to auditory hallucinations
to rape her.

Clinicians treated Billy one symptom
ata time, according to Stankowski. They
administered IM injections of a long-act-
ing antipsychotic medication due to his
lack of insight and poor medication com-
pliance. In addition, he received IM injec-
tions of hormones to decrease his libido.
To help his symptoms of borderline per-
sonality disorder, Billy received dialectical-
behavioral therapy, Stankowski noted.

“Until he learned new ways to cope with
his emotions” through therapy, clinicians
helped him better control his emotions
through pharmacotherapy, she said.

In some cases, remarked Sorrentino,
“violence is predictable and treatable.” H
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Children

continued from page 6

dinate mental health services for evacuees
in thatcity. “They endured a traumatizing
experience of being victimized by nature
and abandoned by society. They experi-
enced trauma, on top of trauma, on top
of trauma.”

Koonce’s watchword for helping evacu-
ees was: “Meet them where they are.”

He found that mental health profes-
sionals could either wait in designated
areas for guests (as he called the evacu-
ees) to self-refer or be brought in by police
or medical staff, or they could take to the
shelter floor and roam about, finding peo-
ple who needed help. The latter approach
was much more productive, he said.

Going to those who needed help
remained the favored tactic in Austin.
In the months after the storm, as peo-
ple moved out of shelters, students were
enrolled in the city’s public schools. A
Communities-in-the-Schools ~ Katrina
Project was established, funded by pri-
vate corporations for a year to coordinate
school-based counselors and case manag-
ers.

During the school year, the school was
the place to connect with families, said
Koonce. Now that school is out, the home
is the locus of contact.

“Asking parents if they need psycho-
logical help may meet with resistance, but
we have more success if we say to them,
‘Why don’tyou come in and let’s talk about
how to help your kids?’ then open up the
discussion to include the parents’ mental
health and how it affects their children,”
he said. W



Investigating

New ADHD Treatments...

Q

and New Ways to Deliver Them.
e B

For details, visit
www.ShireADHDTreatments.com

¢Shire

1-800-828-2088

©2006 Shire US Inc., Wayne, Pennsylvania 19087 D172 2/06




Institute
Psychiatric
Services

on

APA's Leading Educational
Conference on Public and
Community Psychiatry

g complem?

Save the date now to attend the American Psychiatric
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October 5-8, 2006
New York, NY
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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.
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Who Should Attend?

+ All APA Members

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

Psychiatric Administrators

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

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 registration 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;

Demonstrate 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.org/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 « Arlington, 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/2006IPS
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continued from page 5

to-consumer advertising of pharmaceu-
tical products,” said David Fassler, M.D.,
the delegate to the AMA house from the
American Academy of Child and Adoles-
cent Psychiatry and author of a resolution
originally calling for the report (Psychiatric
News, July 15, 2005).

“In particular, I agree with the call for
a moratorium on such advertising for a
period of time after a new medication is
initially approved,” Fassler said. “Large-
scale use by a wide range of patients is very
different from carefully controlled clini-
cal trials. Physicians need time to gain
firsthand experience with new medica-
tions. In the long run, I believe the AMA’s
actions will improve safety without lim-
iting access to necessary and appropriate
treatment.”

Other Psychiatric Issues

In other business relevant to psychia-
try, the house approved a resolution seek-
ing a report by the AMA’s Council on Sci-
ence and Public Health (CSPH) to clarify
uncertainties surrounding the use of selec-
tive serotonin reuptake inhibitors (SSRIs)
during pregnancy.

Testifying in favor of the resolution,
APA Vice President Nada Stotland, M.D.,
put a “human face” on the clinical contro-
versy.

“My subspecialty is the psychiatric
aspects of women’s reproductive health,”
she said. “I see women patients who are
pregnant and clinically depressed. I can
tell them that untreated depression poses
a danger to them and to their pregnan-
cies. I can tell those whose depression has
been successfully controlled with medi-
cation that there is a 60 percent chance
that their depressions will recur if they
discontinue that medication. They tell
me that they are reading in the popular
press that antidepressants can hurt their
growing fetuses. The prospect of doing
anything that might harm their babies is
agonizing.

“I also receive many calls from col-
leagues caring for pregnant women, rais-
ing these same concerns,” she continued.
“Patients look to their physicians for
expertadvice, and their physicians look to
our AMA for the evidence-based guide-
lines on which they can base that advice.
This resolution will put AMA guidelines
into the hands of our colleagues so that
they can offer their patients and their
families the best possible information
on which to make these difficult deci-
sions.”

The house also approved a report by
the CSPH advocating for increased avail-
ability of mental health services for college
students. The report calls on AMA to do
the following:

e Evaluate insurance coverage of this
high-risk population and recommend
approaches to ensure mandated, full health
insurance coverage for full-time under-
graduate and graduate students.

® Advocate for elimination of college
and university policies that discriminate
against students who disclose or seek
treatment for depression, substance use
disorders, or other mental health prob-
lems.

® Encourage clinical staff of campus
health services and campus counseling

services of colleges and universities to
improve their skills in screening, con-
ducting brief interventions, and making
student referrals for problem drinking.
e Continue to work to repeal state laws
and insurance codes that allow denial of
insurance payments to treat injuries as a
result of an insured person’s being intoxi-
cated.

Three other items sponsored by APA
and affiliated organizations were also
approved by the house:

® A resolution requesting the CSPH
to prepare an update to its 1997 report
on the diagnosis and treatment of atten-
tion-deficit/hyperactivity disorder. It was
sponsored by APA; AACAP, the American
Academy of Psychiatry and the Law, and
the American Academy of Pediatrics.

® A resolution urging the Centers for
Medicare and Medicaid Services to
institute and enforce regulations, poli-
cies, and guidance for Part D prescrip-
tion drug plans that will ensure conti-
nuity of care for Medicare beneficiaries,
eliminate access barriers for psychother-
apeutic drugs, and fairly compensate
physicians for additional administrative
burdens imposed by the Medicare Part
D prescription drug program.

® A resolution calling on the AMA to
encourage state and county medical soci-
eties to advocate for initiatives ensur-
ing all eligible children, adolescents,
and young adults are enrolled in Med-
icaid and the State Children’s Health
Insurance Program (SCHIP); and that
the AMA advocate for federal and state
funding for Medicaid and SCHIP so
that funding is sufficient to support
enrollment and provision of necessary
services to all eligible children, adoles-
cents, and young adults. The resolution
also asks the AMA to encourage state
and county medical societies to oppose
state efforts to increase Medicaid bene-
ficiaries’ premiums and other cost-shar-
ing measures.

More information about the 2006
annual meeting of the AMA House of
Delegates is posted at <www.ama-assn.
org/amalpub/category/15931.btml>. B
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and that “risk reduction needs to focus on
clinical and nonclinical factors that may
contribute to violence.”

Further research in this area, he said,
should focus on studying violence in peo-
ple with mental illness from a developmen-
tal perspective, “taking into account the
complex interactions between social envi-
ronment, features of psychiatric illness,
and personal characteristics of individuals
as they change over time.”

The study was funded by the Founda-
tion of Hope, an organization in Raleigh,
N.C., that promotes research into causes
and treatments of mental illness.

An abstract of “A National Study of
Violent Bebavior in Persons With Schizo-
phrenia” is posted at <bttp://archpsyc.
ama-assn.org/cgi/content/abstract/63/5/
490>. &



* LUNESTA provides rapid sleep onset’

+ LUNESTA provides a full night of sleep
- (7 to 8 hours)'

/ * No next-day residual effects in most
. patients’?
]

e The failure of insomnia to remit after
- 7 to 10 days of treatment should be
medically evaluated.

Any night or every night

Leave the rest to...

Lunesta:
szopiclone)e

1, 2 AND 3 MG TABLETS

Important Safety Information

LUNESTA, like other hypnotics, has CNS-depressant effects. Because of the rapid onset of action, LUNESTA should only be ingested
immediately prior to going to bed or after the patient has gone to bed and has experienced difficulty falling asleep. Patients should not
take LUNESTA unless they are prepared to get a full night’s sleep. As with other hypnotics, patients receiving LUNESTA should be
cautioned against engaging in hazardous occupations requiring complete mental alertness or motor coordination (eg, operating machinery
or driving a motor vehicle) after ingesting the drug, including potential impairment of the performance of such activities that may occur the
day following ingestion of LUNESTA. In elinical trials, the most common adverse events associated with LUNESTA were unpleasant taste,
headache, somnolence, dizziness, dry mouth, infection, and pain.

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

References: 1. Zammit GK, McNabh LJ, Caron J, et al, Eticacy and safety ol Please see brial summary of complete prescribing information.
esmopiclone across B-weeks of traatmant for primary insomnia. Corr Mad fes Opin
2004:20:1979-1991. 2. LUNESTA prescribing information LUNESTA is a trademark of Sepracor Inc. g SEPRACOR
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BRIEF SUMMARY 1,24ND 3 MG THBLETS

INDICATIONS AND USAGE
LUNESTA is indicated for the treatment of insomnia. [n controlled outpatient and steep
laboratory studies, LUNESTA administered at bedtime decreased sleep fatency and
improved sleep maintenance.
CONTRAINDICATIONS
None known.
WARNINGS
Because sleep disturbances may be the presenting manifestation of a physical and/or
psychiatric disorder, symptomatic treatment of insomnia should be initiated only
after a careful evaluation of the patient. The failure of insomnia to remit after 7 to 10
days of treatment may indicate the presence of a primary psychiatric and/or medical
iliness that should be evaluated. Worsening of insomnia or the emergence of new
thinking or behavicr abnormalities may be the consequence of an unrecognized psy-
chiatric or physical disorder. Such findings have emerged during the course of treat-
ment with sedative/hypnotic drugs, including LUNESTA. Because some of the impor-
tant adverse effects of LUNESTA appear to be dose-related, it is important to use the
jowest possible effective dose, especially in the elderly (see DOSAGE AND ADMINIS-
TRATION in the Full Prescribing Infermation).
A variety of abnormal tmnkmg and hehavior changes have been reported to occur i
with the use of Some of these changes may be char-
acterized by inhibition {e.g., agg and extroversion that seem
out of character), similar to effects produced by alcohol and other CNS depressants.
Other reported behavioral changes have included bizarre behavier, agitation, haliuci-
nations, and depersanafization. Amnesia and other neuropsychiatric symptoms may

Sprague-Dawley rats in which racemic zopiclone was given in the diet, and in which
plasma levels of eszopiclone were reached that were greater than those reached in
the above study of eszopiclone, an increase in mammary gland adenocarcinomas in
femnales and an increase in thyroid gland follicular cell adenomas and carcinomas in
males were seen at the highest dose of 100 mg/kg/day. Plasma levels of eszopiclone
at this dose are estimated to be 150 (femaies) and 70 (males) times those in iumans
receiving the MRHD. The mechanism for the increase in mammary adenocarcinomas
is unknown. The increase in thyroid tumors is thought to be due to increased levels
of TSH secondary to increased ism of cil thyroid amech-
anism that is not considered to be relevant to humans.

Ina carcmogemcny study in B6C3F1 mice in which racemwc zopicione was given in
the diet, an increase in pulmonary and plus in
fernales and an increase in skin fibromas and sarcomas in males were seen at the
highest dose of 100 mg/kg/day. Plasma levels of eszopiclone at this dose are estimat-
ed to be 8 (females) and 20 (males) fimes those in humans receiving the MRHO. The
skin tumors were due to skin iesions induced by aggressive behavior, a mechanism
that is not relevant to humans. A carcinogenicity study was also performed in which
CD-1 mice were given eszopiclone at doses up to 100 mg/kg/day by oral gavage.
although this study did not reach a maximum tolerated dose. and was thus
inadequate for overall assessment of carcinogenic potential, no increases in either
pulmonary or skin fumors were seen at doses produging plasma levels of
eszopiclone estimated to be 90 times those in humans receiving the MRHD—i.e.,
12 times the exposure in the racemate study.

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

Mutagenesis: Eszopiclone was positive in the mouse lymphoma chromosomal
aberration assay and produced an equivocal response in the Chinese hamster ovary
cell chromosomal aberration assay. It was not mutagenic or clastogenic in the
bacterial Ames gene mutation assay, in an unscheduled DNA synthesis assay, or in
an in vivo mouse bone marrow micronucleus assay.

occur unpredictably. In primarily depressed patients,
including suicidal thinking, has been reported in association with the use of seda-
tive/hypnotics.

It can rarely be determined with certainty whether a particular instance of the abnor-
mal behaviors listed above are drug-induced, spontaneous in origin, or a result of an

(S)-N zopiclone, a metabolite of eszapiclone, was positive in the Chinese
hamster ovary cell and human lymphocyte chromosomal aberration assays. It was
negative in the bacterial Ames mutation assay, in an in vitro %P-postlabeling DNA
adduct assay, and in an in vivo mouse bene marrow chromosomal aberration and
micronucleus assay.

underlying psychiatric or physical disorder. Ne the of any new
behavioral sign or symptom of concern requires careful and smmed\ate evajuation,
Foliowing rapid dose decrease or abrupt discontinuation of the use of sedative/hyp-
notics, there have been reports of signs and symptoms similar to those associated with
from other CNS-dep! drugs (see DRUG ABUSE AND DEPENDENGE).
LUNESTA, like other hypnotics, has CNS-depressant effects. Because of the rapid
onset of action, LUNESTA shoulg only be ingested immediately prior to going to bed
or after the patient has gone to bed and has experienced difficulty falling asleep.
Patients receiving LUNESTA should be cautioned against engaging in hazardous
occupations requiring complete mental alertness o motor coordination {e.g., opar-
ating machinery or driving a metor vehicle) after ingesting the drug, and be cautioned
about potential impairment of the performance of such activities on the day follow-
ing ingestion of LUNESTA. LUNESTA, like other hypnotics, may produce additive
CNS-depressant effects when coadministered with other psychotropic medications,
anticonvulsants, antihistamines, ethanol, and other drugs that themseives produce
CNS depression. LUNESTA should not be taken with alcohol. Dose adjustment may
be necessary when LUNESTA is administered with other CNS-depressant agents,
because of the potentially additive effects.
PRECAUTIONS
General
Timing Of Drug Administration: LUNESTA should be taken immediately before bedtime.
Taking a sedative/hypnotic while stili up and about may result in short-term memory
impairment, hallucinations, impaired coordination, dizziness, and fightheadedness.
Use In The Elderly And/Or Debilitated Patients: impaired motor and/or cognitive
performance after repeated exposure or unusual sensitivity to sedative/hypnotic
drugs is a concern in the treatment of elderly and/or debilitated patients. The recom-
mended starting dose of LUNESTA for these patients is 1 mg {see DOSAGE AND
ADMINISTRATION in the Full Prescribing Information).
Use In Patients With Hiness: Clinical with eszopiclone in
patients with concomitant illness is limited. Eszopicione should be used with caution
in patients with diseases or conditions that could affect metabolism or hemodynamic
Tesponses.
A study in healthy volunteers did not reveal respiratory-depressant effects at doses
2.5-fold higher {7 mg) than the recommended dose of eszopiclone. Caution is advised,
however, if LUNESTA is prescribed to patients with compromised respiratory function.
The dose of LUNESTA should be reduced to 1 mg in patients with severe hepatic
impairment, because systemic exposure is doubled in such subjects. No dose adjust-
ment appears necessary for subjects with mild or moderate hepatic impairment. No
dose adjustment appears necessary in subjects with any degree of renal impairment,
since less than 10% of eszopiclone is excreted unchanged in the urine.
The dose of LUNESTA should be reduced in patients who are administered potent
inhibitors of CYP3A4, such as ketoconazole, while taking LUNESTA. Downward dose
adjustment is also recommended when LUNESTA is administered with agents hav-
ing known CNS-depressant effects.
Use In Patients With Depression: Sedative/hypnotic drugs should be administered
with caution to patients exhibiting signs and symptoms of depression. Suicidal ten-
dencies may be present in such patients, and protective measures may be required.
Intentional overdose is more commen in this group of patients; therefore, the least
amount of drug that is feasible should be prescribed for the patient at any one time.
Information For Patients: Patient information is printed in the complete prescribing
information.
Laboratory Tests: There are no specific laboratory tests recommended.
Orug Interactions
CNS-Active Drugs

Ethanot An additive effect on psychomotor performance was seen with coadministra-
tion of eszopiclone and ethanol 0.70 g/kg for up to 4 hours after ethanol administration.

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

Pregnancy

Pregnancy Category C. Eszopiclone administered by oral gavage to pregnant rats and
rabbits during the period of organugenesws showed no evidence of teratogenicity up
to the highest doses tested (250 and 16 mg/kg/day in rats and rabbits, respectively;
these doses are 800 and 100 times, respectively, the maximum recommended
human dose {MRHD] on a mg/m2 basis). in the rat, slight reductions in fetal weight
and evidence of developmental delay were seen at maternally toxic doses of 125 and
150 mg/kg/day, but not at 62.5 mg/kg/day (200 times the MRHD on a mg/m? basis).
Eszopiclone was also administered by oral gavage to pregnant rats throughout the
pregnancy and lactation periods at doses of up to 180 mg/kg/day. Increased post-
implantation loss, decreased postnatal pup weights and survival, and increased pup
startle response were seen at all doses; the lowest dose tested, 60 mg/kg/day, is 200
times the MRHD on a mg/m? basis. These doses did not produce significant mater-
nal toxicity. Eszopicione had no effects on other behavioral measures or reproductive
function in the offspring.

There are no adequate and well-controlled studies of eszopiclene in pregnant women.
Eszopiclone shouid be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Labor And Delivery: LUNESTA has no established use in [abor and delivery.

Nursing Mothers: It is not known whether LUNESTA is excreted in human milk.
Because many drugs are excreted in human milk, caution should be exercised when
LUNESTA is administered to a nursing woman.

Pediatric Use: Safety and effectiveness of eszopiclone in children below the age of 18
have not been established.

Geriatric Use: A total of 287 subjecis in double-blind, parailel-group, placebo-con-
trolled clinical trials who received eszopiclone were 65 to 86 years of age. The over-
all pattern of adverse events for elderly subjects (median age = 71 years) in 2-week
studies with nighttime dosing of 2 mg eszopicione was not different from that seen
in younger adults. LUNESTA 2 mg exhibited significant reduction in sleep latency and
improvement in sleep maintenance in the elderly population.

ADVERSE REACTIONS

The premarketmg development program for LUNESTA included eszopiclone
exposures in patients and/or normat sub]ects from two different groups of studles

‘Events for which the LUNESTA incidence was equal to or less than placebo are not
listed, but included the following: abnormal dreams, accidental injury, back pain,
diarrhea, flu syndrome, myalgia, pain, pharyngitis, and rhinitis.
Adverse events that suggest a dose-response relationship in adults include viral
infection, dry mouth, dizziness, hallucinations, infection, rash, and unpleasant taste,
with this refationship ciearest for unpleasant taste.
The following lists the incidence (% placebo, 2 mg 3 mg respectlvety) of treatment-
emergent adverse events from placebs studies of
LUNESTA at doses of 1 or 2 mg in elderly adu\ts (ages 65 -86). Treatment duration in
these trials was 14 days. Data are limited to events that occurred in 2% or more of
patients treated with LUNESTA 1 mg (n=72) or 2 mg {n=215) in which the incidence
in patients treated with LUNESTA was greater than the incidence in placebo-treated
patients,!
Body as a whole: accidental injury (1%, 0%, 3%), headache (14%, 15%, 13%), pain
(2%, 4%, 5%). Digestive systern: diarrhea (2%, 4%, 2%), dry mouth (2%, 3%, 7%),
dyspepsia (2%, 6%, 2%). Nervous system: abnormal dreams (0%, 3%, 1%), dizi-
ness (2%, 1%, 8%}, nervousness (1% 0%, 2%), neuralgia {0%, 3%, 0%). Skin and
appendages: pruritus: {1%, 4%, 1%). Qemal senses: unpleasant taste (0%, 8%,
12%). Urogenital system: urinary tract infection (0%, 3%, 0%).
'Events for which the LUNESTA Incidence was equal to or less than placebo are not
listed, but included the following: abdominal pain, asthenia, nausea, rash, and
somnolence.
Adverse events that suggest a dose-response relationship in eiderly adults include
pain, dry mouth, and unpieasant taste, with this relationship again clearest for
unpleasant taste, These figures cannot be used to predict the incidence of adverse
events in the course of usual medical practice because patient characteristics and
other factors may differ from those that prevailed in the clinical trials. Similarly, the
cited frequencies cannot be compared with figures obtained from other clinical inves-
tigations involving different treatments, uses, and investigators.
The cited figures, however, do provide the prescribing physician with some basis for
estimating the relative contributions of drug and non-drug factors to the adverse
event incidence rate in the population studied.
Other Events Observed During The Premarketing Evaluation Of LUNESTA.
Following is a list of modified COSTART terms that reflect treatment-emergent
adverse events as defined in the introduction to the ADVERSE REACTIONS section
and reported by approximately 1550 subjects treated with LUNESTA at doses in the
range of 1 to 3.5 mg/day during Phase 2 and 3 clinical trials throughout the United
States and Canada. All reported events are included except those already listed here
or listed elsewhere in labeling, minor events common in the general population, and
events unlikely to be drug-related. Although the events reported occurred during
treatment with LUNESTA. they were not necessarily caused by it.
Events are listed in order of decreasing frequency according to the following defini-
tions: frequent adverse events are those that occurred on one or more occasions in
at least 1/100 patients; infrequent adverse events are those that occurred in fewer
than 1/100 patients but in at least 1/1,000 patients; rare adverse events are those that
occurred in fewer than 1/1,000 patients. Gender-specific events are categorized
based on their incidence for the appropriate gender.
Frequent: chest pain, migraine, peripheral edema.
Infrequent: acne, agitation, allergic reaction, alopecia, amenorrhea, anemia, anorexia,
apathy, arthritis, asthma, ataxia, breast engorgement, breast enlargement, breast
neoplasm, breast pain, bronchitis, bursitis, cellulitis, chofelithiasis, conjunctivitis,
contact dermatitis, cystitis, dry eyes, dry skin, dyspnea, dysuria, eczema, ear pain,
emotional lability, epistaxis, face edema, female lactation, fever, halitosis, heat stroke,
hematuria, hernia, hiccup, hostility, hypercholesteremia, hypertension, hypertonia,
hypesthesia, incoordination, increased appetite, ‘insomnia, joint disorder {mainly
swelling, stiffness, and pain), kidney calculus, kidney pain, laryngitis, leg cramps,
lymphadenopathy, malaise, mastitis, melena, memory impairment, menorrhagia,
metrorrhagia, mouth ulceration, myasthenia, neck rigidity, neurosis, nystagmus, otitis
externa, otitis media, paresthesia, photosensitivity, reflexes decreased, skin
discoloration, sweating, thinking abnormal {mainly difficulty concentrating), thirst,
tinnitus, twitching, uicerative stomatitis, urinary frequency, urinary incontinence,
urticaria, uterine hemorrhage, vaginal hemorrhage, vaginitis, vertigo, vestibular
disorder, weight gain, weight loss.
Rare: abnormal gait, arthrosts, colitis, dehydration, dysphagia, erythema muttiforme,
euphoria, furunculosis, gastrms gout, hepatltls hepatornegaly, herpes zoster,
hirsutism,
iritis, liver damage, macuiopapular rash mydriasis, myopathy, neuritis, neuropathy,
oliguria, photophobia, ptosis, pyetonephntls rectal hemorrhage, stomach ulcer,
stomatitis, stupor, thrombophlebitis, tongue edema, tremor, urethritis,
vesiculobullous rash.
DRUG ABUSE AND DEPENDENCE
Controlied Substance Ciass: LUNESTA is a Schedule 1V controlied substance under
the Gontrolied Substances Act. Gther substances under the same classification are
ines and the ine hypnotics zaleplon and zolpidem. While
eszopiclone is a hypnotic agent with a chemical structure unrelated to benzodi-
azepines, it shares some of the pharmacologic properties of the benzodiazepines.
Abuse, Dependence, and Tolerance
Abuse and Dependence: In a study of abuse liability conducted in individuals with
known histories of henzodiazepine abuse, eszopicione at doses of 6 and 12 mg pro-
duced euphoric effects similar to those of diazepam 20 mg. In this study, at doses
2-fold or greater than the maximum recommended doses, a dose-telated increase in
reports of amnesia and hallucinations was observed for both LUNESTA and diazepam.
The clinical trial experience with LUNESTA revealed no evidence of a serious
syndrome, Neverthetess, the following adverse events included in DSM-tV

approximately 400 normal subjects in clinical pharmacology/phar

studies, and approximately 1550 patients in placebo-controlled clinical effectiveness
studies, corresponding to approximately 263 patient-exposure years. The conditions
and duration of treatment with LUNESTA varied greatly and included (in overlapping
categories) open-fabel and double-blind phases of studies, inpatients and
cutpatients, and short-term and longer-term exposure. Adverse reactions were
assessed by collecting adverse events, results of physical examinations, vitaf signs,
weights, laboratory analyses, and ECGs.

Adverse events during exposure were cbtained primarily by general inquiry and
recorded by clinical investigators using terminolegy of their own choosing.

Consequemly, it is not possible to provide a meaningful estimate of the proportion of

ing adverse events without first grouping simiar types of events

Paroxetine: Coadministration of single doses of « 3 mg and p:

20 mg daily for 7 days produced no phar ar phar ic i
Lorazepam: Coadministration of singie doses of eszopiclone 3 myg and lorazepam
2 mg did not have clinically relevant effects on the pharmacedynamics or

into a smaller number of standardized event categories. In the tabulations that follow,
COSTART terminology has been used to classify reported adverse events.

kinetics of either drug.

o] ine: G ion of eszopicione 3 mg and ¢ 10 mg produced a

decrease in DSST scores. The interaction was pharmacodynamic; there was no alter-

ation in the pharmacokinetics of either drug.

Drugs That inhibit CYP3A4 (Ketoconazolg): CYP3A4 is a major metabolic pathway for

elimination of eszopiclone. The AUC of eszopicione was increased 2.2-fold by coad-

ministration of ketoconazole, a potent inhibitor of CYP3A4, 400 mg daily for 5 days.

C o and t,,, weve increased 1.4-fold and 1.3-fold, respectively. Other strong inhibitors

of CYP3A4 (e.g., itraconazole, clarithromyein, nefazodone, troleandomycin, ritonavir,

neifinavir) would be expected to behave similarly.

Drugs That induce CYP3A4 {leamplcm) Racemic zopiclone expostre was
80% a potent inducer of CYP3A4. A

o
similar effect would be expected wuth eszapiclone.
Drugs Highly Bound To Plasma Protein: Eszopiclone is not highly bound to plasma
proteins (52-59% bound); therefore, the disposition of eszopiclone is not expected
1o he sensitive to alterations in protein binding. Administration of eszopiclone 3 mg
10 a patient taking another drug that is highly protein-bound would not be expected
1o cause an alteration in the free concentration of either drug.

Drugs With A Narrow Therapeutic Index

Digoxin: A single dose of eszopiclone 3 mg did not affect the pharmacokinetics of
digoxin measured at steady state following dosing of 0.5 mg twice daily for one day
and 0.25 mg daily for the next 6 days.

Warfarin: Eszopictone 3 mg administered daily for 5 days did not affect the pharma-
cokinetics of (R)- or (S)-warfarin, nor were there any changes in the pharmacody-
namlc profile (pruthrommn nme) following a single 25-mg oral dose of warfarin.

of Fertility

Carcinogenesis: In a carcinogenicity study in Sprague-Dawley rats in which eszopi-
clone was given by oral gavage, no increases in tumors were seen; plasma levels
(AUC) of eszopiclone at the highest dose used in this study (16 mg/kg/day) are esti-
mated to be 80 (females) and 20 (males) times those in humans receiving the max-

The stated 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 the patient was receiving therapy following baseline evaluation.

Adverse Findings Dbserved in Placeho-Controiled Trials

Adverse Events Resulting in Discontinuation of Treatment: In placebo-controlled,
parallel-group clinical trials in the elderly, 3.8% of 208 patients who received
placebo, 2.3% of 215 patients who received 2 mg LUNESTA, and 1.4% of 72 patients
who received 1 mg LUNESTA discontinued treatment due to an adverse event. In the
6-week parallel-group study in adults, no patients in the 3 mg arm discontinued
because of an adverse event. In the long-term 6-month study in adult insomnia
patients, 7.2% of 195 patients who received placebo and 12.8% of 593 patients who
received 3 mg LUNESTA discontinued due to an adverse event. No event that
resulted in discontinuation occurred at a rate of greater than 2%.

Adverse Events Observed at an Incidence of >2% in Gontrolied Trials. The foliow-
ing lists the incidence (% placeho, 2 mg, 3 mg, respectively) of treatment-emergent
adverse events from a Phase 3 placebo-controiled study of LUNESTA at doses of 2
or 3 g in non-elderly adults. Treatment duration in this trial was 44 days. Data are
limited to adverse events that occurred in 2% or more of patients treated with
LUNESTA 2 mg (n=104) or 3 mg (n=105) in which the incidence in patients treated
with LUNESTA was greater than the incidence in placebo-treated patients (n=38).!
Body as a whole: headache (13%, 21%, 17%), viral infection {1%, 3%, 3%).
Digestive system: dry mouth (3%, 5%, 7%), dyspepsia (4%, 4%, 5%), nausea (4%,
5%, 4%), vomiting (1%, 3%, 0%). Nervous system: anxiety (0%, 3%, 1%), confu-
sion {0%, 0%, 3%), depression (0%, 4%, 1%}, dizziness (4%, 5%, 7%}, hallucina-
tions (0%, 1%, 3%), libido decreased (0%, 0%, 3%}, nervousness (3%, 5%, 0%),
somnolence (3%, 10%, 8%). Respiratory system: infection (3%, 5%, 10%). Skin and
appendages: rash {1%, 3%, 4%). Special senses: unpleasant taste {3%, 17%, 34%).
Jrogenital system: dysmenorrhea*® (0%, 3%, 0%), gynecomastia™* {0%, 3%, 0%).
*Gender-specific adverse event in females

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

**Gender-specific adverse event in males

criteria for uncomplicated sedative/hypnotic withdrawal were reported during clinical
trials following placebo substitution occurring within 48 hours following the fast
LUNESTA treatment: anxiety, abnormal dreams, nausea, and upset stomach. These
reported adverse events occurred at an incidence of 2% or less. Use of
benzodiazepines and similar agents may lead to physical and psychological
dependence. The risk of abuse and dependence increases with the dose and duration
of treatment and concomitant use of other psychoactive drugs. The risk is also greater
for patients who have a history of alcohol or drug abuse or history of psychiatric
disorders. These patients should be under careful surveillance when receiving
LUNESTA or any other hypnotic.
Tolerance: Some loss of efficacy to the hypnotic effect of benzodiazepines and benzo-
diazepine-like agents may develop after repeated use of these drugs for a few wesks.
No development of tolerance to any parameter of sleep measurement was observed
over six months. Tolerance to the efficacy of LUNESTA 3 mg was assessed by 4-week
objective and 6-week subjective measurements of time to sleep onset and sleep main-
tenance for LUNESTA in a placebo-controlied 44-day study, and by subjective assess-
ments of time ta sleep onset and WASQ in a placebo-contralled study for 6 months.
OVERDOSAGE
There is limited premarketing clinical experience with the effects of an overdosage of
LUNESTA. in clinical trials with eszopicione, one case of overdose with up to 36 mg
of eszopiclone was reported in which the subject fully recovered. Individuals have
fully recovered from racemic zopiclone overdoses up to 340 mg (56 times the
maximum recommended dose of eszopiclone).
Signs And Symptoms: Signs and symptoms of overdose effects of CNS depressants
can be expected to present as exaggerations of the pharmacological effects noted in
inical testing. ranging from sc 1o coma
has been described. Rare individual instances of fatat outcomes following overdose
with racemic zopicione have been reported in European postmarketing reports, most
offen associated with overdose with other CNS-depressant agents.
Recommended Treatment: General symptomatic and supportive measures should be
used along with immediate gastric lavage where appropriate. Intravenous fluids
should be administered as needed. Flumazenil may be useful. As in all cases of drug
overdose, respiration, puise, blood pressure, and other appropriate signs should be
monitored and general supportive measures employed. Hypotension and CNS
depression should be monitored and treated by appropriate medical intervention. The
value of dialysis in the treatment of overdosage has not been determined.
Poison Control Center: As with the management of ail overdosage, the possibility of
multiple drug ingestion should be considered. The physician may wish to consider
contacting a poison contro! center for up-to-date information on the management of
hyprotic drug product overdasage.

Rx only.
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FLORIDA

PSYCHIATRIST NEEDED to work
side by side with other correctional
health care professionals in North
and Central Florida prisons. Great
schedules and excellent State of

Florida benefits.

For further information contact:
Sharon McKinnie, R.N. @
850-922-6645 or

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

THE REWARDING
CAREER
YOU HAVE BEEN
WAITING FOR MAY BE
RIGHT AROUND THE CORNER...

STAFF PSYCHIATRIST POSITIONS AVAILABLE

Pare Time and Full Time

Remuda Ranch provides residential and inpatient programs for women and girls suffering
from eating disorders and related {ssues. ln our unique, non-institutional settings,
our treatment teams offer Biblically-based intensive care to patients of all faichs.

Competitive compensation
Relocation assistance available
Peaceful healing environment

Low parient-to-staff ratios

Excellent benefits programs

Comtacr anr Staffl Recruiver today at

1-B00-445-1900 ext. 4297
EOE

R E M D A

HMourishment for Life

PSYCHIATRIST

Tomah & La Crosse, Wisconsin
Full-time, Federal Benefits

Provide inpatient and outpatient psychiatric care and psychiatric consultation
services to veterans at the Tomah VA and/or the satellite La Crosse
Community Based Outpatient Clinic.

Non-citizen applicants will be considered if no US citizens are available.
Requires a BC/BE or equivalent experience and possession of a valid and
unrestricted license.

VAMC Tomah is a general medical, extended care, primary care and mental
health services facility with a large outpatient population. Tomah is an
attractive, family-oriented, small town in mid-western Wisconsin with
tremendous recreational opportunities, high quality public and parochial
education facilities and two nearby colleges.

S . ~

Full Federal Benefits including: D e L -
e Competitive salary j _ Offering recruitment ir)centives, !

. . _-*" reimbursement for relocation expenses™._

* Paid vacation P -

and the opportunity to apply for /ﬁt
¢ Malpractice exempt the debt reduction program. \

e Sick/military leave —
* Manageable workload/ ' v

ngr_'t call For additional information please
* Retirement/Tax deferred plan  contact Rita Puttkammer, Administrative
¢ And more!

Assistant at: (608) 372-1631
E-mail: Rita.Puttkammer@va.gov

Interested candidates should mail or
fax CV to:

TOMAH VA MEDICAL CENTER
Mental Health Service Line

500 E. Veterans St.

Tomah, WI 54660

Fax: (608) 372-1224

EOE/Random Drug Screen

Psychiatrist

Miramichi Regional Health Authority has an immediate opening for
a Full Time Bilingual (French and English) Psychiatrist for our
inpatient and community service. Successtul candidates would join
our team of 3 Psychiatrists for the 12-bed inpatient unit and provide
service to a community of 50,000 people, which includes 25% of
those who are French 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

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.

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

27| Miramichi Regional Health Authority
i

Régie régionale de la santé de Miramichi

Miramichi Regional Health Authority promotes a scent-reduced and smoke free environment.
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You Wouldn't Visit a GP for Neurosurgery

So Trust Your Career to a Firm that Specializes in Psychiatrists Only

Find out why hundreds of psychiatrists rely on Psychiatrists Only.
We’re a national recruitment firm with one simple focus:
matching qualified psychiatrists with the most desirable locum

tenens and permanent job opportunities.

- Nation'’s largest selection of positions

+ Physician owned and managed

+ Professional staff with 60 years of combined experience

+ Personal service combined with sophisticated technology

- Adherence to the industry’s highest ethical standards

+ Prompt and Competitive payment for locum tenens physicians,
malpractice coverage with A++ carrier, bonuses for long-term

assignments, assistance with state medical licensure

Member, NAPR and A Charter Member of National Association of Locum Tenens Organizations

Call 1-800-583-2256 and ask for Georgia or Scot
or visit us at www.psyonly.com | Or FAX your CV to 800-838-9843

JL
I

Psvchigfrists
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THE UNIVERSITY OF PITTSBURGH SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY
WESTERN PsycHIATRIC INSTITUTE AND CLINIC

is currently seeking clinician-educators in

CHILD/ADOLESCENT PSYCHIATRY
ADDICTION MEDICINE
GENERAL ADULT PSYCHIATRY
PSYCHIATRIC EMERGENCY SERVICES
COMMUNITY SERVICES

The UPMC Health System is rated as "One of America's Best
Hospitals" by U.S. News & World Report. The University of
Pittsburgh Department of Psychiatry & Western Psychiatric Institute
and Clinic is also the leading recipient in National Institutes of
Health research funding and a world class training institution. The
combination of these two resources provides for exciting clinical
and academic opportunities.

These positions qualify for full-time faculty appointments at the
appropriate rank, in the School of Medicine in the clinician-educator
track. Clinical duties generally include a combination of inpatient
and out patient or work in our psychiatric emergency service, at
one of the country's largest academic health centers. Supervision
and didactic teaching of psychiatric residents, fellows, and medical
students is also expected. Opportunities are available to collaborate
in ongoing clinical research. The University of Pittsburgh School of
Medicine and UPMC Health System offer competitive compensa-
tion and an excellent benefits package.

Interested candidates should e-mail their curriculum vita and letter of interest
to teagardendr@upmc.edu or US mail before September 30, 2006 to:

DEBRA TEAGARDEN
DIRECTOR, FACULTY & PHYSICIAN RECRUITMENT
WESTERN PSYCHIATRIC INSTITUTE AND CLINIC
3811 O'HARA STREET - SUITE 279
P1TTsBURGH, PA 15213

The University of Pittsburgh is an Affirmative Action, Equal Opportunity Employer
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Be A Part Of A
Best Place To Work!

Chart A New Career Course With Telecare!

Telecare, an innovative and dynamic mental healthcare organization,
has a 40-year history of helping people with serious mental illness
recover their hopes, dreams, and lives.

Leadership Aspirations?
We've Got Opportunties!

New programs in California

m Los Angeles County

m Orange County

m San Diego County

m San Bernadino County

m Great opportunities at existing
programs in CA, OR, NE, NC and TX!

We offer:

m Services provided in the community
m Strong team-building

m Recovery focus

m Collaborative environments

m Shared caseloads

m Positive environment

Bicultural & bilingual capabilities that include Spanish are highly desirable!
Consumers of mental health services are encouraged to apply. Telecare was
voted a Best Place To Work, and is CARF-certified.

{ To learn more about Telecare career opportunities,
AW @ go to: www.telecarecorp.com/careers,

S\ o forward your resume or inquiries to
) ncalcareers@telecarecorp.com

TELECARE

CORFORATION

or fax to (510) 337-8747.

EOE/M/F/IDIV

%rates observed: =

time imparts «
strength to =2
all things.

\We noticed that, 100. A model provider of health
care for more than 50 years, Kaiser Permanente is proud of
its award-winning history of service. We are also proud of our
physicians, a gifted team of professionals who put our patient-
driven approach into practice, helping our community grow
stronger every day.

PSYCHIATRISTS

Southern California

Our physicians practice in an environment where patient-focused

care and cross-specialty collaboration are the standard. In addition
to a comprehensive network of support, we offer a balanced work
and call schedule, which means you'll have plenty of time to enjoy
Southern California’s world-famous climate and natural attractions.

For consideration, please forward your CV to: Kaiser Permanente,
Professional Recruitment, 393 East Walnut Street, Pasadena,

CA 91188-8013. Fax: (626) 405-2675. Phone: (800) 541-7946.
Email: Joan.X.Little@kp.org. We are an AAP/EEO employer.

KAISER PERMANENTE. thrive

Southern California Permanente Medical Group

http://physiciancareers.kp.org
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Grow with a Dynamic Psychiatric Practice

The Opportunity

Heartland Clinic in St. Joseph, MO is seeking a licensed,

BC/BQ psychiatrist to help grow an established practice

B Work with a busy, 350-bed regional medical center
serving a population of 300,000

B Generous base compensation plus exceptional
benefits package

The Practice

Join a Walter Reed fellowship-trained psychiatrist at

Heartland Psychiatry

B Offer in-patient, out-patient and consulting services
in this acute, short-term care practice

B New 24-bed Mental Health Unit on the campus of
Heartland Regional Medical Center

The Community

B Become a part of a friendly, progressive community
of 75,000 with deep historical roots

B Enjoy small town charm with an international
airport, professioanl sports and the metropolitan
amenities of Kansa City only minutes away

B The mental health facilities of UMKC are also within
an hour of the clinic

Explore the Possibilities...Discover Heartland.

Contact Pam Klaus, Medical Staff Development
Phone: 800-455-2485 « Fax: 816-271-7750

pam.klaus@heartland-health.com
An Equal Opportunity Employer

heartland-health.com ¢ heartlandclinic.org

Locum Tenens Psychiatry

Heartland Health
ST. JOSEPH, MISSOURI

MEDICAL DOCTOR

100% Employee-Owned

There For You When You Need Us

Meet one of the owners

Bernie’s doctors rely on her
to be there for them before,
during, and after they are
working an assignment. She
is well known for not letting
her physicians down.

Bernie is RELIABLE.
Bernie is an MDA owner

Nationwide Opportunities Available . . . Call Today!
800.780.3500 x.2136 www.mdainc.com
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We are pleased to announce tremendous
opportunities in rapidly expanding, behavioral
health organizations in Lafayette, LA and
Longview, TX. We are now seeking general
psychiatrists and child/adolescent psychiatrists.

* Primary focus will be inpatient and

outpatient psychiatric services
* Highly competitive compensation package
* Relocation available

* Board eligibility/board certification required

For questions or confidential consideration,
please contact Susan Legg:
slegg@acadiahealthcare.com
P:770.772.4345

F:770.772.9192

www.acadiahealthcare.com

Acadia Healtheare ... Providing hope today for a better tomorrow. ™

Horizon Health's Behavioral Health Facilities Services Group provides acute, residential, and
intensive outpatient services for children, adolescents, and adults. The Behavioral Health
Facilities Services Group continues to grow with a vision of creating a strong inpatient &
outpatient network and has the following openings. Please visit us at www.horizonhealth.com

OHIO - Child/Adolescent Psychiatrist
Laurelwood Hospital, a Horizon Health Facility is seeking an outstanding Psychiatrist with a
focus on Eating Disorders for it's 160 bed psychiatric freestanding hospital with three outpatient
counseling centers located in Beachwood, Mentor and Willoughby, OH. Located less than an
hour from Cleveland. Candidates must possess or be eligible for a permanent Ohio medical
license and must be board eligible in psychiatry.

PHILADELPHIA - Adult Psychiatrist
Energy, Compassion, Dedication. Friends Hospital, a Horizon
Health Facility has been improving the lives of those with mental
iliness for more than 190 years, Friends Hospital, is a place that
draws those who see a job not just as a way to make a living,

but as a way to make a difference. Located in Philadelphia, PA.
Candidates must possess or be eligible for a permanent PA medical
license and must be board eligible in adult psychiatry.

GEORGIA - Psychiatrist

Focus Healthcare o?lGeorgio, a Horizon Health Facility is
seeking an outstanding psychiatrist for it's 101-bed facility.
Located on beautiful St. Simons Island, GA. Candidates
must possess or be eligible for a permanent GA medical
license and must be board eligible in psychiatry.

SOUTH CAROLINA - Geriatric Psychiatrist
Lighthouse Care Center, a Horizon Health Facility in
Conway, SC, less than an hour away from beautiful Myrtle
Beach is seeking a Geriatric Psychiatrist for it's 16 Bed
Residential Treatment Program, and 28 Bed Acute
Psychiatric Program. Candidates must possess or be
eligible for a permanent SC medical license and must

be board eligible in geriatric psychiatry.

To apply, send curriculum vitae to Andrew Risolvato
at Andrew.risolvato@horizonhealth.com

or call 972-420-8391.

EOE
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Enhance your skills. Keep your options
open. Be inspired by an Arizona sunset.

Physicians often believe that you can enjoy life or
enjoy career success, but not both. However, our
locum tenens placements allow you to have it all,
with skill-enhancing placements in locations that

inspire, enlighten, and entertain.

www.vistastaff.com/news
800 366 1884

Go around the world.
Locum tenens, international placements, permanent opportunities

YOUR PLACE IS AT

P\

A health place like no place in Maine.

4 . . ' WWW.MNMC.ORG
Psychiatrist,
Consultation/ Liaison Service

To help fulfill our threefold mission of clinical care, education and research, we
seek a psychiatrist with excellent clinical skills and experience for our
Consultation/Liaison position.

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 emergency
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 surgical 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 bene-
fits package that includes generous educational and licensure allowances. This
position is eligible for an academic appointment at the University of Vermont
College of Medicine.

MMC is situated on the rugged Maine coast in the state’s urban center. With its

rich cultural atmosphere, low crime rate, easy access to four season recreational

activities, and excellent schools, Portland was recently named to the nation’s Top
Ten Cities list.

Interested candidates should submit cover let-

ter and CV to: Maine Medical Center,
Employment Office, 22 Bramhall St.,
Portland, ME 04102; Fax: (207) 662-4999;
or apply online at http://jobs.mmc.org

EOE. Participating member of the Diversity
Hiring Coalition of Maine.

The MaineHealth Family A

4

MEDICAL DIRECTOR

COMMUNITY CARE BEHAVIORAL HEALTH

W

! Northeastern Pennsylvania

Community Care, a behavioral health managed care
--organization that is part of the University of

.. Pittsburgh Medical Center, is designed primarily fo
- serve the needs of public sector consumers, their families,
and the communities of Pennsylvania through the delivery

of effective and accessible behavioral health services.

This management position is located in the Northeastern
Pennsylvania office of Community Care and is focused on
- the behavioral health HealthChoices (Medicaid) program
for Lackawanna, Luzerne, Wyoming, and Susquehanna
counties. This position will report to the chief medical officer
and is responsible for quality initiatives, peer review,

outcomes assessment projects, and other clinical activities.

Board certification in psychiatry, Pennsylvania medical
license, a minimum of 10 years of clinical experience,

and five years of management experience are required.

Community Care offers a competitive compensation and
benefits package. Apply online at www.upmc.com; click
on Careers at UPMC, search openings, and enter
1000889 in the job requisition number field.

To learn more about us, visit www.ccbh.com.

N
| COMMUNITY CARE

I Behavioral Health Organization
EOE
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U RSITY
== '\ TRGINIA

!M! HEALTH SYSTEM
VICE CHAIR OF CLINICAL RESEARCH

Department of Psychiatric Medicine

Faculty Level Position

The University of Virginia is seeking an experienced and
nationally recognized M.D. or Ph.D. to be the Vice Chair of
Clinical Research. This is an exciting opportunity to be part of
the development of a thriving Department of Psychiatric
Medicine. This position will monitor all phases of clinical and
translational research. The suitable individual will have
knowledge of multidisciplinary and cross-departmental
collaborations and a focus on clinical sciences. They must have
independent research funding with a national reputation. A
subspecialty interest in mood disorders, even if associated with
other specialties such as addiction, imaging, neuropsychology,
geriatrica, or eating disorders, would add to eligibility and attract
an endowment. Faculty level appointment will be commensurate
upon training and experience up to the rank of full professor.
Interested candidates should send their CV with a letter of
interest and contact information for references to:

Professor Bankole Johnson, MD, PhD
Chairman, Department of Psychiatric Medicine
University of Virginia Health System
P. O. Box 800623
Charlottesville, VA 22908

E-mail: bj4x@virginia.edu

Women and minorities are encouraged to apply. The
Upniversity of Virginia is an Equal Opportunity/
Affirmative Action Employer.
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CLASSIFIED ADVERTISING

INFORMATION

2006 RATES:

e $22 per line for orders of 1 to 2 insertions

e $20 per line for orders of 3 or more consecutive
insertions, only if your written order specifies a 3
or more consecutive issue run.

» $19 per line for orders of 6 or more insertions,
only if your written order specifies a 6 or more
issue run.

¢ 1 line = approximately 43 characters

e 6 line minimum

e $30 extra for confidential blind box number

e $50 extra for email and web page links

e Classified rates are non-commissionable to
agencies

FREE ONLINE ADVERTISING:
Psychiatric News classified ads are posted on
pn.psychiatryonline.org as each issue is

Natiomuid

CompHealth Locum Tenens. CompHealth
offers more psychiatric locum tenens opportu-
nities nationwide. Paid travel, lodging, mal-
practice insurance, and more. Work full- or part-
time schedules that best fit your lifestyle. Earn an
income comparable to or better than many per-
manent positions. Finding the right opportuni-
ties for physicians, like you, is something we’ve
perfected over the last 25 years. Call today.
800.328.3041 www.ifoundmore.com/psyn.

CompHeal-t%‘j

COMPREACHNBIVE HEALTHEANRE STAFFING

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Visit our website www.fcspsy.com
Over 300 psychiatric searches nationwide.
800-783-9152

»
e
X LocumTenens.con

www.LocumTenens.com/pn
1-888-223-7950

Il,l

Only

PHYSICIAN OWNED AND MANAGED
www.psyonly.com
Over 400 Locum Tenens and Permanent
Placement Opportunities
Don Ceniza
800-583-2256

www.PsychiatryJobsOnline.com

User-friendly site with over 200 job listings in
great states like FL, NC, GA, PA, MD, MT, OH,
IL, MA, NY, TX, TN, ML All states represented.
Email updates and customized Searches avail-
able. For Personal Assistance (800) 880-2028
(Psych455)

published on the first and third Friday of each
month.

EMAIL AND WEB PAGE LINKS: For an additional $50
your prospects can e-mail a response to your ad in
seconds. A web link transports prospects directly
to your web site in just one click.

LOGOS: Insert a 4-color logo above your ad for $265
per issue or a black-and-white logo for $190 per
issue. Submit logo as 300 dpi TIFF or EPS.

BLIND BOX REPLIES: A blind box address is available
to provide confidentiality to advertisers. Please
address all blind box advertising replies to:

ATTN.: Box P-XXX
Psychiatric News Classifieds
American Psychiatric Publishing Inc.

ALABAMA

Clinical Psychologist

Birmingham - The UAB Department of Psy-
chiatry is accepting applications for a doctoral
level faculty position, open rank and tenure sta-
tus, in the Division of Adult Psychiatry. Major
responsibilities include provision of direct clin-
ical care, primarily to outpatients, and partici-
pation in the day-to-day operations of divisional
clinical programs. Participation in the training
of medical students, psychiatry residents and psy-
chology interns, and involvement in the divi-
sion’s research activities also expected. Appli-
cants should be able to demonstrate experience
and expertise in the areas of marital therapy and
cognitive behavioral therapy. Experience in cou-
ples’ therapy and group therapy would be help-
ful. Salary, rank and tenure status commensu-
rate with qualifications and experience. Appli-
cations to James H. Meador-Woodruff, M.D.,
Heman E. Drummond Professor and Chair,
UAB Department of Psychiatry, 1720 7th Av-
enue South, Birmingham, AL 35294-0017. UAB
is an affirmative action/equal opportunity em-
ployer.

Clinical Psychologist

Birmingham - The UAB Department of Psy-
chiatry is accepting applications for a doctoral
level faculty position, open rank and tenure sta-
tus, in the Division of Adult Psychiatry. Major
responsibilities include oversight of neuropsy-
chology testing programs, provision of direct
clinical care, primarily to outpatients, and par-
ticipation in the day-to-day operations of divi-
sional clinical programs. Participation in the
training of medical students, psychiatry residents
and psychology interns, and involvement in the
division’s research activities are also expected.
Experience in cognitive behavioral therapy and
group therapy would be helpful. Salary, rank
and tenure status commensurate with qualifica-
tions and experience. Applications to James H.
Meador-Woodruff, M.D., Heman E. Drum-
mond Professor and Chair, UAB Department of
Psychiatry, 1720 7th Avenue South, Birming-
ham, AL 35294-0017. UAB is an affirmative
action/equal opportunity employer.

Enjoy Alaska’s Pacific Maritime
Climate on the Inland Passage!

Bartlett Regional Hospital in Juneau, Alaska’s
Capital City, is seeking a BE/BC child-adoles-
cent psychiatrist or an adult psychiatrist for an
outpatient and inpatient setting. Eligible for
National Health Service Corps loan repayment
program. University of Washington clinical fac-
ulty affiliation. The benefit package is State of
Alaska Public Employees Retirement System and
City and Borough of Juneau. Salary is most com-
petitive, with excellent fringe benefits, which in-
clude five CME days in addition to 28 leave days
during the first year with subsequent increases.

Please direct questions or CV to:

Verner Stillner, MD, MPH
Medical Director for Behavioral Health
Bartlett Regional Hospital
3260 Hospital Drive
Juneau, AK 99801
PH: (907) 796-8498
FX: (907) 796-8497
Email: vstillner@bartletthospital.org

1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901

SUBMISSIONS: Email, Fax or Mail ad copy, including
issue dates desired, contact name, phone number,
and billing address, to:

Joel Nepomuceno

Psychiatric News Classifieds
American Psychiatric Publishing Inc.
1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901

(703) 907-7330 e Fax (703) 907-1093
classads@psych.org

All advertising copy, changes and cancellations
received after the deadline will be placed in the
next available issue. We do not provide proofs of
ads before publication.

ARIZONA

PSYCHIATRIST

West Yavapai Guidance Clinic, a non-profit
organization with a 40-year history of providing
quality service to the Prescott Arizona area, has
openings for adult and child and adolescent psy-
chiatrists to augment its current staff of five psy-
chiatrists. The clinic is experiencing rapid growth
and presently has 220 employees who provide
inpatient and outpatient behavioral health serv-
ices. We offer a competitive salary, excellent em-
ployer-paid benefits, a 401k plan, generous paid
time off, 10 paid holidays, paid CME days and
allowance, and a relocation and/or hire-on bonus.
Positions eligible for National Health Services
Corp loan and scholarship programs. Prescott,
96 miles north of Phoenix, is Arizona’s quaint
mile-high city bordered by the Prescott National
Forest offering four seasons of mild weather with
year round outdoor activities. Please contact:
Human Resources, 642 Dameron Drive,
Prescott, AZ 86301. Phone: 928-445-5211, Fax:
928-445-6542, e-mail: wygc.org. EOE.

The Carl T. Hayden VA Medical Center at
Phoenix seeks Outpatient Psychiatrists. Become
a part of a tradition of excellence with new and
rewarding challenges. Mental Health is currently
offering outpatient positions concentrating on
the readjustment of veterans from the recent
conflicts in Afghanistan and Iraq and on the treat-
ment of veterans with posttraumatic stress dis-
order. Candidates must be highly motivated, flex-
ible and able to work as part of an integrated
team. Previous experience with combat-related
posttraumatic stress disorder is a plus. We offer
competitive salaries and an excellent benefit plan,
including medical coverage, malpractice cover-
age, retirement plan, and MORE. Psychiatrists
may have licensure in any state. Either board
certified or board eligible. Please send your cur-
riculum vitae to: Human Resources Manage-
ment Service (05B1), 650 E. Indian School Road,
Phoenix, Arizona 85012, 602-277-5551 ext 7808
or Fax 602-222-6554. The VA is an equal op-
portunity employer.

Assistant Professor, Clinical Psychiatry
University of Arizona (UPH Hospital-Kino)

The University of Arizona’s Department of Psy-
chiatry is recruiting adult psychiatrists to join a
progressive and growing academic department
located in the beautiful Southwest with academic
appointments as Assistant Professor of Clinical
Psychiatry. Individual must be Board certified
or eligible in Psychiatry and have current cre-
dendals to practice medicine in the United States.
Incumbent will provide clinical care in an inpa-
tent facility with adult and geriatric populations.
Other duties may include supervising and teach-
ing adult psychiatry residents and medical stu-
dents. Competitive salary and excellent bene-
fits package offered. For more complete infor-
mation about the positions, and to apply, go to:
http://www.uacareertrack.com and reference job
#35321. If you have questions, please contact
Betsy Pepping, Administrative Associate, Dept of
Psychiatry, 1501 N. Campbell Avenue, P.O. Box
245002, Tucson, AZ, 85724-5002, peppingb@
email.arizona.edu or (520) 626-3819. Review of
applications begins July 15, 2006 and is ongoing
until positions are filled.

The University of Arizona is an EEO/AA Em-
ployer-M/W/D/V.

DEADLINES: All new advertising copy, changes, and
cancellations must be received in writing by Friday,
2 p.m. (E.T) two weeks prior to publication date.
Publication dates are the first and third Fridays of
every month. Specific deadline dates for upcoming
issues are as follows:

Issue Deadline (Friday, 2 p.m. E.T.)
August 4 July 21
August 18 August 4

The publisher reserves the right to accept or reject
advertisements for Psychiatric News. All advertisers in this
section must employ without regard for race, sex, age,
nationality, or religion in accordance with the law. APA
policy also prohibits discrimination based on sexual
orientation or country of origin. Readers are urged to report
any violations immediately to the executive editor.

PHOENIX - GENERAL ADULT
AND FORENSIC PSYCHIATRISTS

Come to the beautiful and sunny southwest! Ari-
zona State Hospital in Phoenix is recruiting for
full-time board certified/qualified psychiatrists
at our 338 bed JCAHO accredited hospital, in-
cluding 160 beds-adult civil, 162 beds-forensic,
and 16 beds-adolescent.

Phoenix offers a rich variety of cultural, sporting
and recreational opportunities. The state of Ari-
zona offers a diversity of climates and recreational
opportunities all within a few hours of the sixth
largest city in the U.S.

Starting salary of $160K or higher DOE with
an excellent fringe benefit package and additional
compensation for Officer-of-the-Day duty. Bilin-
gual Spanish applicants are encouraged to apply.
Arizona state license required for process of ap-
plication. Open undil filled. Apply via e-mail to
John C. Cooper, CEO @ cooperj@azdhs.gov.

Arizona State Hospital
2500 East Van Buren Street
Phoenix, Arizona 85008
www.azdhs.gov/azsh
602.220.6000

The Arizona Department of Health Services is
an Equal Opportunity Employer.

Northlight Counseling Associates, Inc. is
looking for full time (preferred), child or gen-
eral psychiatrist to join our established outpa-
tient multidisciplinary private practice. North-
light, incorporated in 1986 in Phoenix Arizona,
is accepting applications for a third psychiatrist.
Very competitive compensation options are of-
fered for a Monday-Friday workweek. Please
fax Curriculum Vitae to 602-277-5930.

ARKANSAS

Fort Smith: Looking for Child Psychiatrist
Great salary plus an additional production bonus
that could combine for over $200+ / year. J1
Visa’s & foreign grads welcome. A private hos-
pital located in an under served area that pro-
vides Inpatient, Residential, Day Treatment, &
O/P. Full benefits including paid holidays, med-
ical, dental, 401K. Fort Smith’s MSA serves
312,000 people with a low cost of living. Please
submit resume to kylen@vistahealthservices.com
or fax to: (479) 521-4926 www.vistahealthservices
.com

Fayetteville: Looking for General Psychia-
trist

Great salary plus an additional production bonus.
Fayetteville is a University town that is one of
the fastest growing communities in the country.
Vista Health provides Inpatient, Residential, Day
Treatment, & O/P. Full benefits including paid
holidays, medical, dental, 401K. Fayetteville
MSA serves 350,000 people. Please submit re-
sume to kylen@vistahealthservices.com or fax
to: (479) 521-4926 www.vistahealthservices.com
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CALIFORNIA

Dominican Hospital is offering a full-time con-
tract position for a board eligible or board cer-
tified psychiatrist. The hospital currently con-
tracts with five psychiatrists who provide inpa-
tient, partial hospitalization and consultation-li-
aison services to a wide variety of patients. Ex-
pertise in medication management and psy-
chotherapy skills are required. Ability to work
in a muld-disciplinary team setting is essential.
Dominican Hospital is a large multi-specialty
hospital. Santa Cruz is a beautiful seaside com-
munity near San Francisco. Please send CV and
cover letter to: Freddie Weinstein, MD, Med-
ical Director, Dominican Hospital Behavioral
Health Services 1555 Soquel Drive Santa Cruz,
CA 95065, 831-462-7646 or fax 831-462-7570.

California Pacific Medical Center
San Francisco, CA
www.cpmc.org/employment

Faculty Positions
GERIATRIC PSYCHIATRY

The California Pacific Medical Center Depart-
ment of Psychiatry, located in scenic San Fran-
cisco, California, has openings for Faculty Posi-
tions in Geriatric Psychiatry.

Department of Psychiatry has faculty positions
in geriatric psychiatry. Clinical duties include
attending on a geriatric inpatient unit, inpatient
psychiatry consultation service, and the oppor-
tunity to develop an outpatient practice as well
as participation in an active ECT service. In-
terest in clinical supervision of psychiatry resi-
dents and the ability to give formal lectures and
seminars is required.

"This full time career tract position includes com-
petitive compensation and an excellent benefit
package through the Physician Foundation Cal-
ifornia Pacific Medical Center (PFCPMC), a
multi-specialty medical group based at Califor-
nia Pacific Medical Center.

Please submit CV and letter of interest to:
HaynesMA@sutterhealth.org

Fax: 415-600-3525

or send to:

Chairman, Department of Psychiatry
2340 Clay Street, 7th Floor

San Francisco, CA 94115

CPMC, proudly serving the San Francisco com-
munity since 1854.

Psychiatrist needed for Student Health Center
at University of California, Santa Cruz. Half-
time academic year position working with stu-
dents in attractive college setting. Starting salary
range at 50% time: $5200-$5900/monthly. Du-
ties include crisis intervention, evaluation and
medication management, brief psychotherapy
and consultation with non-psychiatrist physi-
cians and counselors. Starts September 2006.
Interested candidates may visit our web site at
https://jobs.ucsc.edu or call UCSC Psychiatry
Services (831) 459-2214.

Final filing date 07/10/2006. Please refer to job
#06004154.

SANTA BARBARA - THE AMERICAN RIVIERA

Santa Barbara County is an unrivaled natural
paradise. Beautiful valleys, rugged mountains,
and 50 miles of spectacular coastline make Santa
Barbara County one of the most desirable lo-
cales in the world.

Live and work in Paradise! Culture, urban re-
sources, and rural beauty - for quality of life Santa
Barbara County is the place to be.

Santa Barbara County has immediate openings
in adult outpatient psychiatry.

$136,207 - $166,723/yr including benefit al-

lowance.

We offer a stable work schedule, competitive
salary, and a generous benefits package, in-
cluding paid holiday, vacation, and sick leave;
medical, dental, and vision care coverage; and a
retirement package that includes both a defined-
benefit pension and an optional deferred com-
pensation plan through your choice of several
competitive investment options.

For more information, or to apply online, visit
our Website at
www.sbcountyjobs.com
Or call 805-568-2800

GREATER BAY AREA - Modesto, California

General & Child Psychiatrists needed, for
unique, stable County Mental Health system in
a welcoming community. Serve both public &
private sector patients, in both inpatient/outpa-
tient settings that have been benchmarked for
their quality. Possibilities for Resident teaching
& consultation with a full range of providers.
When patients require hospitalization, inpatient
& outpatient staff work TOGETHER to opti-
mize care. Stanislaus County is located only 1 1/2
hours from both San Francisco and Yosemite,
enjoying the best of both worlds.

Excellent salary scale, with steps from $159K
to $194K; PLUS full benefits; PLUS 5% addi-
tional for each of following: Inpatient, General
Boards, Child Boards; PLUS extra for limited
On-Call; PLUS Union-negotiated increases al-
ready set for next few years. Negotiable hourly
contract also an option. Fax CV to Marshall
Lewis, MD, 209-558-8641 or call 209-558-4639.

The Perfect Positions in Northern California!

Outstanding Adult Psychiatrist and C & A Psy-
chiatrist positions are available in one of Cali-
fornia’s fastest growing communities. It is lo-
cated 45 minutes south of Sacramento with a
population of over 260,000. The positions are
highly sought after employed outpatient op-
portunities with no call! You can have a flex-
ible schedule while you care for the full range of
psychiatric cases. Work in an environment of
collegiality with other highly trained Adult and
C & A Psychiatrists along with their superb team
of therapists, social workers, nurses, and case
managers. These are perfect positions to bal-
ance your personal and professional life! Send
your CV to Tina Wilkins at wilkinstina@
earthlink.net; fax to 916-482-1154; call 1-
888-229-9495.

SOUTHERN CALIFORNIA

The Department of Psychiatry at Arrowhead
Regional Medical Center is seeking full time
physician to assist in staffing our acute inpatient
psychiatric program. Our hospital is located in
Colton, CA, approximately 50 miles east of
downtown LA. We are an easy reverse traffic
commute from a large portion of the LA Basin.
Position salary is $170,000 with additional ben-
efits that include a fully vested 401K retirement
plan, malpractice, health insurance, life insur-
ance, 6 weeks paid vacation and an additional 13
paid county holidays. Additional income can be
earned through voluntary sign up on our ER
schedule.

Please contact the Dept. of Psychiatry for addi-
tional information at: (909) 580-3830.

Psychiatrist Opportunities

Are you tired of managing overhead expenses or
are you finishing residency and looking for a sta-
ble opportunity to practice your clinical skills?
We at the Riverside County Department of Men-
tal Health are looking for qualified psychiatrists.
The department operates an inpatient facility as
well as out patient clinics in multiple locations.
We serve people of all ages and are staffed by
knowledgeable and supportive personnel.

Our salary is very competitive. Per-diem posi-
tions include liability insurance as well as a 401(a)
pension plan. Hours are flexible with no on-
call. Full-ime employment may be offered on
a case by case basis.

Riverside County is one of the fastest growing
counties in coveted Southern California with nu-
merous choices of both active and leisure
lifestyles along with more affordable housing
and an easy reverse commute from surrounding
areas.

Interested? Please call Dr. Raja at (951) 358-
4610 and send resume (CV) by email to
rschulte@co.riverside.ca.us or by mail to:

County of Riverside
Attn: Ryan Schulte
4095 County Circle Drive
P.O. Box 7549
Riverside, CA 92513-7549

For additional information you may visit our
website at www.rc-hr.com.

C&A Locums in Northern California!
There is an immediate need for a C&A Locum
Tenens Psychiatrist to provide three months of
coverage at an outpatient clinic with no call.
Physician is responsible for Medication Man-
agement and Psychiatric Evaluations. There is
a full staff to assist the Physician on a daily basis.
The clinic is located just a short drive to the Bay
Area. For more info, contact Gene Itoh @ 800-
735-8261 x. 223, fax your CV to 703-995-0647
or email: gitoh@medsourceconsultants.com for
this or any of our other Nationwide Locum
Tenens opportunities.

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

California
C/A Psychiatrist-Tele-Medicine.
For more information contact:
BRIAN BROWNING
(800) 783-9152 FAX (270) 782-1055
www.fespsy.com
fcsinfo@fcspsy.com

Central California Opportunity of a Lifetime!

Live in a lovely city in Central California with a
growing population of over 100,000 and enjoy an
abundance of cultural and recreational activities
along with affordable housing. There are two
inpatient openings in a hospitalist model at a 68-
bed behavioral health facility. Work with a team
of therapists, social workers, and nurses in pro-
viding consultation, pharmacotherapy, and psy-
chotherapy to inpatients with diverse cases. The
call coverage is one weekday night per week and
one weekend in every four. Call 1-888-229-9495
for more information. Send your CV to Tina
Wilkins wilkinstina@earthlink.net or fax it
to 916-482-1154.

COLORADO

ADULT PSYCHIATRIST

Pikes Peak Mental Health Center, located in
Colorado, blends a strong history of community
mental health commitment with ideals of re-
covery, family systems, and community integra-
tion.

Due to significant growth over the past few years,
we are actively recruiting for two full time Adult
Psychiatrists to join our team of seasoned and
dynamic behavioral health care professionals.

Duties include psychiatric evaluation, case con-
sultation, supervision of medical staff, medica-
tion reviews and backup inpatient support. The
right candidate must have strong clinical skills,
customer service orientation, a team oriented
style and a solid sense of community. Specialty
interest or training in Addictions, Acute Care or
Geriatrics would be helpful. Both positions have
competitive salary and benefits package includ-
ing 5 weeks leave, and 12 paid holidays. Reloca-
tion costs are negotiable.

Please contact Fred Michel, MD, Medical Di-
rector at 719-339-3890, or Sue Allen, Adminis-
trative Assistant at 719-572-6151 or by email at
SueA@ppmbhc.org.

www.ppmhc.org. EOE

Denver/Boulder

Colorado Permanente Medical Group is seek-
ing a full time or part time BC/BE adult psy-
chiatrist to join a large multidisciplinary be-
havioral health staff working within an integrated
medical system. CPMG is a physician-governed
group providing services for the non-profit Kaiser
Foundation Health Plan, Colorado’s most ex-
perienced Integrated Health Care System. Kaiser
Foundation Health Plan of Colorado has re-
ceived national recognition as one of the top
health care plans in the nation. We offer an ex-
cellent benefit package with a competitive salary.
Enjoy one of the best practice and lifestyle op-
portunities in the nation. EOE, M/V

Please contact:

Phone: 303-344-7838

E-Mail: eileen.t.jones-charlett@kp.org
Fax: 303-344-7818

Assistant/Associate/Professor -
Medical Director

The Department of Psychiatry at the Univer-
sity of Colorado at Denver and Health Sciences
Center is looking for a full time Medical Direc-
tor for CeDAR (Center for Dependency, Ad-
diction and Rehabilitation). The Medical Di-
rector will have a major role in planning and run-
ning CeDAR’s programs for treatment, research,
and teaching, as well as in attracting funds to
support those activities.

The successful applicants will meet the follow-
ing criteria: a physician with board certification
in psychiatry and added qualifications in addic-
tion psychiatry (or equivalent training and ex-
perience); eligible for Colorado medical licen-
sure; a strong record in organizing programs for
treatment, teaching, and research in the field of
substance dependence; collegial skills for build-
ing treatment, teaching, and research collabo-
rations.

Salary is commensurate with education and ex-
perience.

Review of applications will begin June 15, 2006
and continue until position is filled.

To Apply: Address applications (cover letter, cur-
riculum vitae, and three references) to:

Marshall Thomas, M.D.
¢/o Lois Campbell
Associate Professor and Medical Director,
University of Colorado School of Medicine
4200 East 9th Avenue, Box C249-36
Denver, CO 80262
Lois.Campbell@uchsc.edu

Please refer to position #676035 (requisition
#16498)

The University of Colorado at Denver and
Health Sciences Center requires background in-
vestigations for employment.

The University of Colorado is committed to di-
versity and equality in education and employ-
ment.

CONNECTICUT

University of Connecticut
Health Center

CORRECTIONAL MANAGED HEALTH CARE

Seeking board certified and board eligible psy-
chiatrists to provide care to patients in the Con-
necticut Department of Correction. Opportu-
nities include patient care, research, teaching,
and leadership in both an academic and public
health care setting. Opportunities exist through-
out the state. Exciting employment, excellent
state benefits, regular working hours, and com-
petitive salaries. Please contact Noreen Logan,
Human Resources, for information and an ap-
plication at (860) 679-7691 or e-mail at logan@
uchc.edu.

AA/EEO M/F/PWD/V

ACADEMIC GEROPSYCHIATRIST

The Department of Psychiatry at the Univer-
sity of Connecticut is recruiting for a geropsy-
chiatrist to join its academic faculty in the Sum-
mer/Fall of 2006. The successful candidate will
be interested in building an academic career
based on clinical care, teaching of residents and
medical students, and research. Heading a mul-
tidisciplinary inpatient treatment team, working
in both hospital and ambulatory consultation-
liaison, and participating in ongoing research
programs are all part of the responsibilities of
this position. Candidates with a demonstrated
record of scholarly work in the form of publica-
tions and grant funding will be preferred. In-
terested candidates should send a letter of in-
terest and CV electronically to Dr. Leighton
Huey, Professor and Chair, Department
of Psychiatry, University of Connecticut
Health Center, 263 Farmington Avenue,
Farmington, CT 06030-1410. Email: huey@
psychiatry.uchc.edu
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Psychiatrists-CT & RI

MedOptions provides behavioral health and pri-
mary medical care services to long-term care and
assisted living facilities in Connecticut and Rhode
Island. We currently serve over 11,000 residents
in 165 facilities and continue to grow at a dra-
matic rate. This growth has presented employ-
ment opportunities for FT psychiatrists to join
our dynamic consultation team in RI and west-
ern CT. Enjoy a flexible work schedule and col-
laborate with a great team of specialists who
strive to improve the physical and mental health
of residents. For more information or consid-
eration, please contact Marianne Wright, Di-
rector of Recruiting, MedOptions, Inc. at 800-
370-3651, ext 164, email: mwright@medop-
tionsinc.com or fax your CV to 860-679-7744.

FLORIDA

Outstanding practice opportunity in Coastal
Florida. Join Top Medical Center and hospi-
tal-based physician Group. Both Inpatient Prac-
tice Opportunity and Outpatient Practice
Opportunities. Outstanding financial pac-
kage, salary, bonuses and benefits. Respected
Program, Collegial staff. Malpractice and
Tail is covered. Florida Coast - White
Beaches, Crystal Clear Water. Championship
Golf Resorts, boating, fishing...Excellent
educational opportunities, local Universities.
Fine dining. Brian White at 1-888-339-7444 or
fax cv to 1-940-234-5315 or email cv to brian@
crossroadshealth.net

FT. MYERS/MERBOURNE/ORLANDO/
DAYTONA/MIAMI/FORT LAUDERDALE
/OCALA/GAINESVILLE - Psychiatrists
needed for rapidly expanding Nursing Home
Service. Greatsupport. No call. Average Salary
210K + benefits. Part-time available. Some
travel required. Must have FL. Medicare & FL
Medicaid provider #s. Call Mike at 866-936-
5250.

PANAMA CITY - Adult board certified or
board eligible psychiatrist to join staff of com-
prehensive community mental health center.
Salary range is: $176,000 - $183,000. Beauti-
ful area of the country. Apply through our web-
site www.lifemanagementcenter.org or send CV
to: Peter Hampton, Ph.D., Executive Di-
rector, Life Management Center of North-
west Florida, 525 E. 15th St., Panama City
FL 32405, EOE/DFWP. Pre-hire drug screen
required.

Miami: FL. LICENSED PSYCHIATRIST,; ac-
tive private practice; affluent area; hosp, office,
SNF settings; excellent incentive plan incl salary
& benefits. Dr. Carter, S. FL Psychiatric Assoc.
305-935-6060. Please FAX CV to 305-935-1717
or EMAIL: aventuraoffices@bellsouth.net.

Psychiatrists for FACT Programs

Mental Health Resource Center, Inc. (MHRC)
is recruiting six Adult Psychiatrists for its
Florida Assertive Community Treatment (FACT)
Programs in the following six Florida locations:
Rockledge/Cocoa area, Stuart, Naples, Tampa,
Clearwater and Jacksonville.

Each position is full-time salaried with compre-
hensive benefits package including professional
liability insurance. Florida licensure and Board
Eligibility/Certification required. To apply, con-
tact Dr. Robert Sommers, President, RBHS, P.
O. Box 19249, Jacksonville, FLL 32245. e-mail:
rbhspres@bellsouth.net. Fax: (904) 743-5109.
Phone: (904) 743-1883, ext. 219.

Located along South Florida’s east coast just
minutes from the Atlantic Ocean, CARF ac-
credited community mental health center is seek-
ing a part-time/full-time inpatient and outpa-
tient psychiatrists to provide comprehensive psy-
chiatric care to children and adults. Must be
Board Certified (or eligible). Excellent salary
and benefits package, great staff and a lovely
coastal community. Seeking applications directly
from candidates. (No recruitment firms please!)
Send/Fax CV: HR, New Horizons, 4500 W.
Midway Rd., Ft. Pierce, FL 34981 FAX (772)
468-5606 EOE/ADA/DFWP www.nhtcinc.org

Take over a lucrative practice of a retiring
psychiatrist. Practice was established in 1968.
Join a group of multidisciplinary professionals
in an interdenominational setting located in
beautiful North Georgia. No investment re-
quired. No In-Padent responsibilities. Week-
end On-Call limited to once a month. If inter-
ested, please call 770-396-0232, ext. 232. Email
your C.V. to atlantacounselingctr@yahoo.com
or fax to 770-399-0007.

WellStar Health System is seeking a Clinical
Liaison Adult Psychiatrist to join an established
and growing practice located in Marietta, GA.
This position would consist of both inpatient
and outpatient psychiatry/liaison work. Well-
Star offers a competitive compensation and ben-
efits package. Please send CV to provider.posi-
tdons@wellstar.org or fax to 770-792-1738. EOE.

The Department of Veterans Affairs Illiana
Health Care System (VAIHCS), Danville,
Illinois is actively seeking two board certified
or board eligible psychiatrists. Mental Health
Service consists of 37 inpatient beds and a large
outpatient services, including Substance Abuse
and PTSD Programs. VAIHCS provides pri-
mary and secondary care including various spe-
cialty services and is affiliated with U of I Col-
lege of Medicine at Champaign-Urbana. Indi-
vidual must be eligible for faculty appointment.
Danville is located in East Central Illinois and 30
miles from Champaign/Urbana, 1 1/2 hour from
Indianapolis, 3 hours from St. Louis and 3 hours
from Chicago. Salary is negotiable. Qualified
applicants should submit CV to: Darla Krout
(05-2), Human Resources, VA Illiana Health
Care System, 1900 East Main Street, Danville,
IL 61832 or FAX 217-554-4585. For additional
information, please contact Chief of Staff’s Of-
fice at 217-554-5078. VA Illiana Health Care
System is an EEO employer.

PSYCHIATRIST NEEDED!

A well established and very busy private prac-
tice, located in the Chicago area is looking to
hire a full time or part time psychiatrist. Work
includes hospitals, outpatients and nursing
homes. Compensation package is very attractive
and negotiable. For more information please
call Kathy at our office between 8am and 4pm 1-
312-565-2251.

Academic Forensic Psychiatrist

Northwestern University, Feinberg School of
Medicine, Department of Psychiatry and Be-
havioral Sciences is recruiting a full-time, non-
tenure, Assistant Professor, Forensic Psychia-
trist as Director of the Division of Psychiatry
and Law. The Director would assume overall
leadership and direction of Department foren-
sic psychiatry activities. Responsibilities include:
forensic psychiatry consultations to the Divi-
sion’s clients and agencies, case consultation and
oversight to other Division experts, lead pro-
gram business development and client/public re-
lations, case assignment and forensic psychiatry
education to residents and medical students. Ad-
ditionally, opportunity to develop a forensic fel-
lowship. Salary is negotiable. Please submit
curriculum vitae to: Ronald F. Krasner, M.D.,
Interim Chairman, Department of Psychiatry
and Behavioral Sciences, 446 E. Ontario St.,
Suite 7-200, Chicago, IL. 60611. Northwestern
University is an Affirmative Action, Equal Op-
portunity Employer. Women and minorities are
encouraged to apply. Hiring is contingent upon
eligibility to work in the United States.

Chicago Suburbs! Several exceptional oppor-
tunities right outside of the Windy City!

1) Adult opportunity for outpatient services and
consults 2) Child opportunity for all outpatient
or a mix if in and outpatient 3) Geriatric Psy-
chiatrist needed for a mix of in and outpatient
4) Opportunity for a Eating Disorder Psychia-
trist 5) Addictions Psychiatrist opportunity. Re-
warding opportunities with competitive base
salaries and full benefits package! For more info,
contact Sarah McGlinnen at 800-735-8261 x
216, fax your CV to 703-995-0647 or email
smcglinnen@medsourceconsultants.com

Join hospital staff in culturally-rich univer-
sity town voted by USA Today as one of the eight
most desirable places to live in the US, based on
economy, climate, housing, safety and leisure ac-
tivities. Enjoy a very strong salary with full ben-
efits. Contact Jim Ault at St. John Associates,
1-800-737-2001 or jault@stjohnjobs.com. Visit
our website at www.stjohnjobs.com

Easy Access to Indianapolis & Cincinnati!
DYNAMIC OPPORTUNITY! Hospital seeks
C/A and Adult Psychiatrist. Both in & outpa-
tient work available. Option to teach medical
students is as well! Very lucrative position nes-
tled between two cities in a beautiful college
town! For more info on this opportunity or
others nationwide, contact Lindsay McCartney
at: 800-735-8261 x 213, fax your CV to 703-995-
0647 or email: Imccartmey@medsourceconsultants
.com

The North Central Iowa Mental Health
Center is accepting applications for a General
Psychiatrist. The Center is located on the
grounds of Trinity Regional Medical Center.
The doctor will treat patients on the inpatient
and partial hospitalization units at Trinity Re-
gional as well as providing out patient services.
The Center also has an Assertive Community
Treatment team. The Center serves an area of
120,000 people and treats about 3500 patients
per year. Compensation is based on salary plus
productivity bonus. Will consider applicants
with J-1 Visas. Please send cover letter, CV and
references to:

Jim Burr, CEO
North Central lowa Mental Health Center
720 Kenyon Road
Fort Dodge, IA 50501
jimburr4759@hotmail.com

Join Our Psychiatric Medicine Team!
Seeking BC/BE adult psychiatrist to join multi-
specialty system serving patients in Southeast
Towa and Northern Missouri. Hospital man-
aged group including one child/adolescent psy-
chiatrist, two adult psychiatrists, nurse practi-
tioners and therapy/counseling staff. Inpatient
unit currently under remodeling scheduled to
open in the summer/fall of 2006 along with out-
patient practice. Department offers full spec-
trum of mental health services and continues to
be very progressive in pursuit of innovative and
evidence based delivery systems of care. Guar-
anteed salary, signing bonus and competitive
benefits package.

Visit www.practiceyourway.com and e-mail CV
to

Becky Helgerson - bhelgerson@orhc.com or call
800-933-6742 ext. 2740.

This is a great opportunity worth the call!

Osawatomie State Hospital (OSH) is secking
a full time board certified/board eligible Psy-
chiatrist to join its in-patient staff. OSH is a
JCAHO accredited 176 bed psychiatric facility
which serves the adult population. Programs
consist of a crisis stabilization unit, acute care
units, and a continuing care unit. The hospital
is adjacent to a major highway, which combines
a friendly rural setting and easy access to a large
metropolitan area. Generous benefits package
include paid malpractice insurance, paid holi-
days, vacation and sick leave, medical and den-
tal insurance, retirement plan, opportunities for
CME. For more information, contact M.
Gustilo, M.D. at 913-755-7083, e-mail to
Merma@osh.ks.gov or send CV to Osawatomie
State Hospital, Attm: Dr. Gustilo, P.O. Box 500,
Osawatomie, KS 66064. SRS is an Equal Op-
portunity Employer committed to a diverse
workforce; women, minorities and persons with
disabilities are urged to apply. Paid for by Os-
awatomie State Hospital.

Rainbow Mental Health Facility (RMHF) is
seeking a full time board certified/board eligi-
ble Psychiatrist to join its in-patient staff as an
Associate Medical Director. RMHF is a JCAHO
accredited 50 bed psychiatric facility which pro-
vides short term psychiatric treatment to a pop-
ulation which includes adults, children, and ado-
lescents. RMHEF is located in Kansas City,
Kansas, a large metropolitan area. Generous
benefits package include paid malpractice in-
surance, paid holidays, vacation and sick leave,
medical and dental insurance, retirement plan,
opportunities for CME. For more information,
contact M. Gustilo, M.D. at 913-755-7083, e-
mail to Merma@srskansas.org or send CV to
Osawatomie State Hospital, Attn: Dr. Gustilo,
P.O. Box 500, Osawatomie, KS 66064. SRS is
an Equal Opportunity Employer committed to
a diverse workforce; women, minorities and per-
sons with disabilities are urged to apply. Paid
for by Rainbow Mental Health Facility.

Southwest Louisiana area seeks BE/BC psy-
chiatrist for community mental health centers
located in Allen and Beauregard Parishes. Gen-
erous compensation and benefits package. Please
send your CV and supporting documents to the
following address:

Lake Charles Mental Health Center
Attn: Laura Lyles
4105 Kirkman Street
Lake Charles, LA 70607
Telephone: (337) 475-8725
Fax: (337) 475-8054
E-mail: lalyles@dhh.la.gov

J-1 & F-1 WAIVER AVAILABLE
Crossroads Regional Hospital

Crossroads Regional Hospital, Alexandria,
Louisiana seeks two adult and/or adolescent
BE/BC psychiatrist with immediate openings.
Crossroads Regional Hospital is located in the
city of Alexandria in central Louisiana. Inter-
state 49 passes thru Alexandria.

The hospital is a 70 bed free standing psychi-

atric hospital, providing adult, children, and ado-

lescent and geriatric inpatient services. The hos-

pital is soon going to open a partial day program

and intensive outpatient program.

¢ J-1 & F-1 waiver candidates are offered at-
tractive salary, with benefits.

e US citizens & permanent residents can choose
from several options:

1. Minimum guaranteed net income in ex-
cess of $150,000/year. The hospital will fund
expenses to establish office practice, pay office
employees, malpractice insurance, etc. All in-
come after expenses, but at least minimum agreed
amount, belongs to the physician.

2. Full time employment- attractive salary
with benefits and bonus.

Apply with CV by fax to 225-767-8255 or email
to psycheservices@bellsouth.net or mail to Attn:
Dee Record 5425 Brittany Drive, Ste A, Baton
Rouge, LA 70808.

PSYCHIATRIST
MEDICAL DIRECTOR

Central Louisiana State Hospital, Pineville, LA,
seeks Medical Director for 132 patient psychi-
atric hospital. Campus housing available. Com-
munity of approximately 50,000 including two
colleges, music and arts, good schools, sports.
Full medical benefits, retirement, generous sick
and vacation leave, and tax-sheltered savings
plan. Salary depends on experience and cre-
dentials. EOE. For other information call Ann
Hall, HR Manager 318-484-6321; fax 318-484-
6345; ahall@dhh.la.gov.

Increase Visibility - Add a Logo

For just $265 per issue, a 4-color logo
will attract even more prospects to
your print and online ad;
black & white logos cost just $190.

Email your logo to classads@psych.org
as a 300 dpi TIFF or EPS file.
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Dartmouth Faculty Psychiatrists

Dartmouth Medical School, Department of Psy-
chiatry, in collaboration with the State of Maine
Department of Health and Human Services,
seeks faculty psychiatrists for the Riverview Psy-
chiatric Center in Augusta, Maine. The Center
is the flagship inpatient hospital serving central
and southern Maine’s system of public mental
health care. A 92-bed, state of the art, replace-
ment hospital opened in the Spring of 2004.
Preference will be given to candidates with foren-
sic training and/or experience. Maine licensure
required. These are full-time Dartmouth fac-
ulty appointments with salary and rank com-
mensurate with experience and academic ac-
complishments. Protected time for scholarly ac-
tivities. Central and southern Maine offers ex-
ceptional opportunities to enhance your quality
of life. We have safe communities, with very low
crime, good schools and unparalleled four sea-
son recreational activities. Augusta is less than
one hour from the Maine coast and closer to nu-
merous crystal clear lakes and mountains. It is
no wonder Maine is called “vacationland.” Please
send CV and three letters of reference to: Alan
I. Green, MD, Professor and Chair of Psy-
chiatry, Dartmouth Hitchcock Medical Cen-
ter, One Medical Center Drive, Lebanon,
NH 03756. Dartmouth Medical School is an
EOE/AA Employer and encourages applications
from women and members of minority groups.

Maine’s First Magnet Hospital and
the World’s First Free-Standing Psychiatric
Magnet Hospital
Seeking Adult and Child/Adolescent
Psychiatrists

We are seeking BC/BE psychiatrists for both our
adult and child/adolescent inpatient and outpa-
tient programs. Acadia Hospital is a thriving,
non-profit, private community-based hospital
offering acute psychiatric care for adults and chil-
dren, as well as chemical dependency programs.
One of the only two private psychiatric hospi-
tals in Maine. The Acadia Hospital offers physi-
cians clinical practice in a highly collaborative,
multi-disciplinary setting. Competitive salary
and benefit package. Send resume to: Vice Pres-
ident of Medical Affairs, The Acadia Hospital,
P.O. Box 422, Bangor ME 04402-0422.
www.acadiahospital.org

SOUTHERN MAINE

How would you like to be valued as part of a
professional team for one of Southern Maine’s
largest mental health and community service
based agencies where there is a strong commit-
ment to staff, clients, and their agency mission?

Counseling Services, Inc. is a comprehensive and
integrated community mental health center serv-
ing adults and children with serious mental health
and substance abuse problems. Our programs
include Complementary Therapies, Child and
Family Primary Care Services, Adult and Fam-
ily Primary Care Services, Primary Care Sup-
port Services, Psychiatric Services, Assessment
Referral and Treatment, and Crisis Response
Services.

We are currently recruiting for full-time, part-
time, or contracted adult and child psychiatrists.
The positions will involve direct patient care at
our community mental health centers in South-
ern Maine. The physician will work with a muld-
disciplinary team providing outpatient services to
a variety of programs.

We offer a generous time-off program, a com-
prehensive medical, dental and life insurance
benefit, and other attractive incentives.

If you are aware of a qualified individual who
would want to explore these exciting opportu-
nities, please contact the Human Resources De-
partment at 207-294-7104. A resume and cover
letter may be sent to: Counseling Services, Inc.,
P.O. Box 1010, Saco, Maine 04072 or human.
resources@csimaine.com. We are an equal op-
portunity employer.
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MARYLAND

Psychiatrist

Springfield Hospital Center - a 405 bed psy-
chiatric in patient facility, operated by The Mary-
land State Mental Hygiene Administration seeks
Maryland licensed Psychiatrists. Our rural 400
acre campus is located 22 miles west of Balti-
more and convenient to Washington, DC. via
routes 70 & 29. We offer full time and part time
positions with comprehensive benefits, which
include 27 days of paid leave, medical coverage
and access to Maryland State Employees Pen-
sion at retirement. Additionally, Contractual
day/night positions available. Both Board &
Non-Board Certified physicians will be consid-
ered. Salary for these positions is negotiable.
Please send CV to: Jonathan Book, M.D., Clin-
ical Dir, SHC, 6655 Sykesville Rd. Sykesville,
Maryland 21784. For questions call 410-970-
7006 or email Jbook@dhmbh.state.md.us. EOE

PSYCHIATRIST PT for fast-paced growing
Geriatric Behavioral Health Practice to provide
consultation services in LTC setting in Mary-
land. Background in medical/neurological basis
for psychiatric symptoms desirable. Fax cover
letter and resume to CGS, 410-832-5783, Attn.:
Dr. Fitting.

Clifton T. Perkins Hospital Center, a
JCAHO-accredited institution and Mary-
land’s only maximum security forensic hos-
pital, is seeking candidates for the position of
staff psychiatrist. Candidates with forensic in-
terest or experience would be especially well-
suited. Responsibilities include the provision of
high quality psychiatric care on an inpatient unit
in a state-of-the-art forensic facility. Additional
opportunities include evaluations of dangerous-
ness, competency to stand trial, and criminal re-
sponsibility.

Join a vibrant medical staff with expertise in care
of the seriously mentally ill within a forensic set-
ting. Faculty appointments are available at Uni-
versity of Maryland and Johns Hopkins, if eligi-
ble. The hospital is centrally located 20 min-
utes from Baltimore, 35 minutes from DC, and
20 minutes from Annapolis. Competitive salary
with excellent benefits, flexible working hours,
and the opportunity for paid overnight call.

Interested candidates should contact C. Dennis
Barton, Jr., MD, MBA, at 410-724-3078 or P.O.
Box 1000, 8450 Dorsey Run Road, Jessup, MD
20794 (BartonD@dhmbh.state.md.us.)

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Maryland DC & Baltimore
I/P & O/P Positions
For more information contact:
DALE TAYLOR
(800) 783-9152 FAX (270) 782-1055
www.fespsy.com
fcsinfo@fcspsy.com

BALTIMORE - The Walter P. Carter Center,
a 51 bed adult inpatient facility on the down-
town campus of the University of Maryland, is
seeking a BC/BE psychiatrist. This is a full-time
faculty position in the Department of Psychia-
try at the U. of Md. School of Medicine, and in-
volves direct patient care, the teaching and su-
pervision of residents and medical students, and
opportunities for research. Please contact Louis
Cohen, M.D., Clinical Director at 410-209-6101;
or e-mail at LCohen@psych.umaryland.edu.

MASSACHUSETTS

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Boston Metro
Medical Director
For more information contact:
YVONNE CHAMBERS
(800) 783-9152 FAX (270) 782-1055
www.fcspsy.com
fcsinfo@fcspsy.com

CAMBRIDGE: Child & Adolescent Psychiatry

Outpatient Child & Adolescent Psychiatrist
- half time position available at Cambridge
Health Alliance, Division of Child and Ado-
lescent Psychiatry, Harvard Medical School.
An innovative and growing multidisciplinary
team at the Center for Child and Adolescent De-
velopment seeks a half-time child psychiatrist.
Must have special interest/expertise in psy-
chopharmacology and in autism, bipolar disor-
der, and childhood psychosis. Opportunity to
work closely with other team members includ-
ing neuropsychology, pediatric neurology, social
workers, psychologists and other prescribers. A
half time position is available providing outpa-
tient psychopharmacology services in a dynamic
community based clinic. Position includes su-
pervision of child psychiatry fellows, general psy-
chiatry residents, medical students, and other
trainees. Program development and research
opportunities for candidate with appropriate ex-
perience.

The Department of Psychiatry at Cambridge
Health Alliance is an appointing department at
Harvard Medical School with excellent residen-
cies in adult and child psychiatry. Academic ap-
pointment up to the rank of Associate Profes-
sor, as determined by the criteria of Harvard
Medical School, is anticipated. We seek candi-
dates with demonstrated excellence in academic
teaching of complex clinical assessment, child
and adolescent psychopharmacology, family as-
sessment and treatment, particular interest and
experience in working with ethnic and minority
populations and the underserved, and enthusi-
asm for the public health mission of CHA.

Qualifications: Board Certified, demonstrated
knowledge of clinical and research child and ado-
lescent psychiatry, commitment to public sector
populations, excellent clinical and teaching skills,
leadership and management skills, team oriented,
problem solver. Bilingual and/or bicultural abil-
ities are desirable. Competitive compensation,
excellent benefit package. Cambridge Health Al-
liance is an Equal Employment Opportunity em-
ployer, and women and minority candidates are
strongly encouraged to apply. Send CV & let-
ter to: Jean A. Frazier, MD, Dept. of Psy-
chiatry, Cambridge Health Alliance-Station
Landing, 1493 Cambridge Street, Cam-
bridge, MA 02139. Fax: 781-306-8644.
jfrazier@challiance.org (email preferred)

Lynn BayRidge Hospital, a non-profit psychi-
atric facility on Boston’s North Shore, a teach-
ing site for Boston University Medical School,
has a position for an inpatient and/or partial hos-
pitalization program psychiatrist, or for the ap-
propriate candidate, as unit Medical Director.
Experience with dually diagnosed patients is a
plus. The Medical Director position includes
substantial direct service; candidates for Med-
ical Director must be board-certified, and have
demonstrated skill in leadership. No required
night call, but participation in a lucrative call sys-
tem is optional. Full benefit package includes
generous time off as well as reimbursement for
malpractice insurance and CME expenses. Con-
tact Barry Ginsberg, M.D., Medical Director,
60 Granite Street, Lynn MA 01904. Phone (781)
477-6964, Fax (781) 477-6967, email bginsber
@nbhs-healthlink.org.

Hallmark Health
INPATIENT & OUTPATIENT PSYCHIATRISTS -
BOSTON AREA

Excellent Opportunities For BC/BE Psychia-

trists

¢ Full Time Medical Director for 22 Bed Inpa-
tient Adult Unit at Melrose-Wakefield Hos-
pital

® Weekend and Evening Call Opportunities at
Melrose-Wakefield Hospital

¢ Full Time Staff Psychiatrist for Inpatient Geri-
atric Medical Psychiatric Unit at Lawrence
Memorial Hospital

® Nursing Home Consultation Services at
Lawrence Memorial Hospital

¢ Part Time and Per Diem positions in an Out-
patient Clinic providing psychopharmacology
and psychotherapy services to adult and geri-
atric patients.

Very Competitive Salary and Benefits Package.
Located a few miles North of Boston. A Finan-
cially Strong and Progressive Healthcare Sys-
tem with two hospital campuses. Expanding Be-
havioral Health Service Line.

Send CV to:

Janet Lensing, System Director of Behavioral
Health Services

Hallmark Health System, Inc.

585 Lebanon St

Melrose, MA 02176

Fax: 781-979-3326

North Shore Medical CGenter
Department of Psychiatry

Child Psychiatrist

Position available for BE/BC Psychiatrist 20-40
hours per week. Responsibilities include Child
Inpatient Psychiatry or Partial Hospital Pro-
gram, and Child Outpatient Mental Health.

Adult Psychiatrist

Positions available for BE/BC Psychiatrist 20-
40 hrs per week. Responsibilities include Adult
Psychiatry and/or Partial Hospital Program.

NSMC provides an excellent collegial work en-
vironment, opportunities for participation in
clinical research and academic appointment.
Salary and benefit packages are highly compet-
itive. Member of Partners HealthCare, founded
by Massachusetts General Hospital and Brigham
and Women’s Hospital. NSMC is an equal op-
portunity employer. For more information, visit
http://www.nsmc.partners.org

Please send cover letter and CV to: Mark
Schechter, MD, Chairman, Department of Psy-
chiatry, 81 Highland Avenue, Salem, MA 01970,
Email (preferred): mschechter@partners.org, or
telephone: (978) 354-4010, FAX: (978) 825-6101.

ON call psychiatrist - Southbridge, MA. Har-
rington memorial Hospital has on call opportu-
nities. Salaried position, 1 in 7 rotation, week-
end rounds, very flexible. Excellent working
conditions. For more information, write/call:
Zamir Nestelbaum, M.D., @ G.B. Wells Cen-
ter, 29 Pine St., Southbridge, MA, 01550. 508-
765-9167. An AA/EOE/ADA Employer.

CORRECTIONAL & FORENSIC PSYCHIATRY

The University of Massachusetts Medical School
seeks psychiatrists for its innovative and multi-
disciplinary correctional mental health program,
which provides services at several locations
throughout the state. We offer generous, newly
enhanced salaries, excellent benefits, regular
hours without call responsibilities, and a faculty
appointment with the University of Massachu-
setts Medical School. Send letter of interest and
curriculum vitae to: Kenneth Appelbaum, MD,
University of Massachusetts Medical School,
Health & Criminal Justice Programs, 1 Research
Drive, Suite 120C, Westborough, MA 01581;
Kenneth.Appelbaum@umassmed.edu; Phone:
508-475-3236; Fax: 508-475-3258. UMMS is
an equal opportunity employer.
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PHYSICIAN OWNED AND MANAGED
www.psyonly.com
Over 400 Locum Tenens and Permanent
Placement Opportunities
Don Ceniza
800-583-2256

Psychiatrist - Southbridge/Sturbridge area.
Part time adult psychiatrist needed for G.B.
Wells Center, a large, friendly community men-
tal health center and part of Harrington Memo-
rial Hospital. Excellent working conditions, very
flexible. For more information, write/call: Zamir
Nestelbaum, M.D., @ G.B. Wells Center, 29
Pine St., Southbridge, MA, 01550. 508-765-
9167. An AA/JEOE/ADA Employer.
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Boston University School of Medicine /
Boston Medical Center, Department of Psy-
chiatry, is seeking board-certified psychia-
trists for the following positions:

Adult Psychiatrist to provide direct patient care
our consultation/ liaison and outpatient adult
psychiatry services Position includes teaching
and supervision of medical students and resi-
dents.

Child/Adolescent Psychiatrist to provide di-
rect patient care in our outpatient/urgent care
and consultation/liaison child/adolescent psy-
chiatry services. Special interest and experience
in neuropsychological conditions preferred. This
position involves program leadership, direct pa-
tient care and supervision of medical students
and residents.

Academic/Clinical specialties of the Department
of Psychiatry include psychological trauma, med-
ical psychiatry, consultation-liaison, emergency
psychiatry and community mental health.

Boston Medical Center, a teaching hospital for
the Boston University School of Medicine, is a
busy community hospital in Boston which serves
a diverse, multicultural patient population.

Academic appointment commensurate with ex-
perience. Competitive salary base with incen-
tive and full benefits. All interested applicants
should send CV and cover letter to Marice
Nichols, 85 East Newton Street, Suite 802,
Boston, MA 02118 or fax to (617) 414-1975.
Boston University School of Medicine/ Boston
Medical Center is an equal opportunity/affir-
mative action employer.

Memorial Hospital at Gulfport is currently
seeking a board certified Psychiatrist to provide
medical services for adults/adolescents/children
in its Behavioral Health Center. Competitive
salary plus benefits and full relocation package.
Memorial is a county/city owned nonprofit hos-
pital located in Gulfport, MS along the Gulf of
Mexico. Please send CV attention: Michael
Zieman, Administrator for Behavioral Health,
Memorial Hospital, Fax (228) 575-1875 or e-
mail mzieman@mhg.com. EOE. M/F/D/V.

Provide psychiatric services to long-term in-
patients. No acute unit, no ER. Modern facil-
ity with electronic medical record, dictated
progress notes. Salary range up to $165,000 de-
pending on experience. Moving expenses, stu-
dent loan repayment available. Benefits and mal-
practice coverage provided by employer. Small
city community, one hour from Kansas City, half
hour from major airport. Medical school affili-
ation. Pharmacy residency program on site.
Training site for Certified Forensic Examiners.

James B. Reynolds, M.D.
Medical Director
(816)387-2501

ST. LOUIS, MISSOURI - CHRISTIAN
HOSPITAL: Seeking a BC/BE Psychiatrist for
Inpatient adult and geriatric practice at Christ-
ian Hospital in St. Louis County. Collegial work
environment. Shared call. No commuting with
both inpatient units located side by side. Be your
own boss in this contract position! St. Louis is a
large city with a small town feel. To learn more,
contact Michelle Kraft at 800-678-7858,
x63705; fax 314-726-0026; e-mail mkraft@
cejkasearch.com. ID#26770PY. For more op-

portunities, visit www.cejkasearch.com.
PSYCHIATRIST POSITIONS

The Department of Mental Health’s Central Re-
gion is seeking qualified BC/BE PSYCHIA-
TRISTS for Fulton State Hospital and Mid Mis-
souri Mental Health Center. These facilities are
located in the heartland of Missouri. Both fa-
cilities are very progressive and stay up-to-date
with advances in Psychiatry. Residency and Fel-
lowship programs permit out staff continuous
professional growth and development in Neu-
rosciences. Candidates must obtain a full and
unrestricted license to practice medicine in Mis-
souri. Excellent compensation, plus extensive
benefits for health care, retirement, and deferred
compensation investment plans.

FULTON STATE HOSPITAL
Fulton State Hospital is a large JCAHO ac-
credited facility located in Fulton Missouri. The
campus is located 30 minutes from the Univer-
sity of Missouri in Columbia (UMC). Pro-
gramming at Fulton State Hospital includes Psy-
chosocial Rehab, Cognitive Behavior, and So-
cial Learning programs at different levels, and
a strong biological program. Please send CV
to: Judith Fisher, D.O., Clinical Director, Ful-
ton State Hospital, 600 East Fifth Street, Ful-
ton, MO 65251. Telephone 573-592-3409;
FAX to 573-592-3023, judith.fisher@dmbh.
mo.gov.

MID-MISSOURI MENTAL
HEALTH CENTER

Mid Missouri Mental Health Center is a 69 bed
JCAHO accredited facility located on the Uni-
versity of Missouri Campus in Columbia Mis-
souri. We have a close relationship with the De-
partment of Psychiatry and Neurology at the
University of Missouri-Columbia, which makes
our research and academic opportunities unique.
Please send CV to: Ron Lacey, M.D., Clinical
Director, Mid-Missouri Mental Health Center,
#3 Hospital Drive, Columbia, MO 65201. Tele-
phone 573-884-1088. Fax to 573-884-1090,
Ron.LaceyMD@dmh.mo.gov.

An Equal Opportunity/Affirmative Action
Employer.

MONTANA

BIG OPPORTUNITY UNDER THE BIG SKY

BE/BC PSYCHIATRIST, MONTANA - You've
earned it. Things are different here. The Great
Falls Clinic seeks a BE/BC Psychiatrist to join
the Neurosciences Department of a rapidly ex-
panding 125-physician multi-specialty group.
Successful candidates will have strong skills in
both adult and geriatric psychiatry as well as a
medical management approach to patient care.

Great Falls is a warm and safe community per-
fect for a physician interested in making a home
for themselves and/or their family. Access to
world-class recreational venues, outdoor activ-
ities, scenic vistas and regional culture are right
outside your practice door. This opportunity
does not qualify as a J-1 waiver site. For more
information about this wonderful opportunity,
contact Kate Bogue, Physician Recruitment Co-
ordinator at (406) 771-3332 or kate.bogue@
gfclinic.com. You may also visit our website at
www.gfclinic.com

The University of Nevada School of Medi-
cine, Department of Family Medicine, is seek-
ing candidates for two full-time, administrative
faculty positions as physicians/psychiatrists at
the Mojave Adult, Child and Family Services
(MACEFS) mental health clinic in Las Vegas. Ex-
cellent benefits package available. For complete
position description and requirements, contact:
Search Chair/Coordinator, (Jim Parcells, C.O.0O.,
702-968-5000/Pam Soucy, PHR, 702-968-5071)
or view at http://jobs.unr.edu (reference post-
ing #60025).

Southern Nevada Adult Mental Health Ser-
vices (SNAMHS); Las Vegas, NV JCAHO ac-
credited; Active Resident training; System ex-
panding; Hiring BE/BC psychiatrists October
2005; hospital and outpatient. New Acute Hos-
pital opens May 2006. Limited call responsibil-
ities; Relocation assistance; Salary up to $163,000;
Good Benefit and Retirement packages. No
State income tax.

Contact David A. Rosin, MD; 6161, W.
Charleston Blvd, Las Vegas, NV, 89146 mddirect
@snamhs.nv.gov or psmith@snamhs.nv.gov;
Phone 702-486-6050

EMPLOYMENT OPPORTUNITIES IN PSYCHIATRY

Riverbend Community Mental Health, Inc.
is a mission driven, comprehensive provider
of community-based behavioral health serv-
ices. Affiliated with Capital Region Health
Care, in Concord, New Hampshire, River-
bend serves a broad range of individuals and
families with behavioral health and related
needs. We have a staff of over 200, includ-
ing six full-time psychiatrists. The following
employment opportunities are currently
available:

GEROPSYCHIATRIST

Riverbend seeks a BE/BC psychiatrist with ex-
pertise (fellowship training) or experience in
Geropsychiatry to provide elder outpatient and
nursing home care several days a week. This
position also includes practice in a general psy-
chiatric outpatient office and an opportunity to
provide consultation and supervision to family
practice residents in a family practice clinic. Ex-
perience or a willingness to learn ECT is re-
quired.

CHILD PSYCHIATRIST

Riverbend seeks a BC/BE Child and Adoles-
cent Psychiatrist. This position includes pro-
viding comprehensive psychiatric evaluations
and psychopharmacological management as part
of a multidisciplinary child and adolescent team.
Willingness to do general adult psychiatry in ad-
dition to child and adolescent psychiatry is a plus.

Both positions include responsibility for participation
in a shared on-call rotation covering a 15-bed in-pa-
tient psychiatric unit in a general hospital and pro-
viding in-patient consultations.

These positions are full-time, salaried with excellent
benefits including generous paid leave benefits, med-
ical, dental, life, disability, retirement plan, paid mal-
practice insurance, continuing medical education, and
reimbursement for professional expenses. To apply,
please forward a cover letter and CV to: Riverbend
CMHC, Attn: Human Resources, PO Box 2032,
Concord, NH, 03302 ore-mail to hr@riverbend-
cmbc.org.  Electronic applications preferred in Mi-
crosoft Word format. EOE

1f you have questions or would like more informa-
tion, please call Robert Murray, MDD, at (603) 226-
7567 x 2262 or faime Corwin, HR Manager, at
(603) 226-7505 x 3993.

Psychiatrist - well established, for profit out-
patient mental health practice located in south
jersey, has immediate opening for experienced
adult, adolescent and/or child psychiatrist. Fee
for service cliental, private practice model within
comprehensive multi-disciplinary group of highly
qualified clinicians. Fax CV to (856) 985-8148
or call (856) 983-3866 ext. 3018.

If you are a child or adult board certified psy-
chiatrist looking to grow in a private practice
that is not dependent on managed care, call us
at 908.273.0800 and fax CV to 908.273.0815.
We have a growing private practice in Summit,
NJ, an affluent suburban community.

Presbyterian Medical Services is a non-profit
integrated healthcare network with JCHO ac-
creditation providing medical, dental, behavioral
health, children’s services and supportive living
services to the multi-cultural people of New
Mexico. We are seeking a Psychiatrist who will
see clients of all ages to work in our Farmington
clinic. Excellent benefits. Sign-on bonus of-
fered. For more information contact Diane
Kramer at (800) 477-7633; fax (505) 954-4414;
diane_kramer@pmsnet.org; P.O. Box 2267, Santa
Fe, NM 87504. EOE.

Medical Director of Child &
Adolescent Division

The Department of Psychiatry at the Univer-
sity of New Mexico, School of Medicine is seek-
ing an outstanding Child & Adolescent Psychi-
atrist for the position of Director of Child &
Adolescent Psychiatry. This person also serves
as Medical Director of Child and Adolescent In-
patient and Outpatient services. This Division
encompasses a variety of activities including a
fellowship in Child & Adolescent Psychiatry; an
internship in Clinical Psychology; Telemedi-
cine/Rural Psychiatry, juvenile corrections, and
inpatient and outpatient services. The Director
collaborates and participates in strategic plan-
ning and program development with University
Hospital as well as multiple local, state and na-
tional agencies. Teaching duties include super-
vision of medical students, residents, psychol-
ogy interns and trainees of multiple disciplines.
We are eager to put together the right package
to assure that we recruit the best person for this
position. Minimum qualifications include Doc-
torate Degree, licensable in New Mexico, board
certified in Child & Adolescent Psychiatry,
proven clinical experience, and United States
citizenship or permanent residence. Desirable
qualifications: leadership experience in academic
administration, research experience, teaching
and curriculum development experience. This
position may be subject to criminal records
screening in accordance with New Mexico law.
For best consideration, interested parties should
send Curriculum Vitae, a brief signed letter in-
dicating interests, and the names of three cur-
rent references to the attention of Renu Prinja,
Medical Department Personnel Representative,
University of New Mexico, School of Medicine,
Department of Psychiatry, 2400 Tucker NE
MSC 09 5030, Albuquerque, NM 87131. The
position will remain open untl filled. For pre-
liminary inquiries contact, Samuel J. Keith M.D.
Milton Rosenbaum Professor, Chairman, De-
partment of Psychiatry, University of New Mex-
ico, 2400 Tucker NE, MSC 095030 Albu-
querque, NM 87131. The University of New
Mexico is an Affirmative Action / Equal Op-
portunity employer and educator.

NEW YORK CITY & ARE-A

Psychiatrists

Full Time/Part Time/Inpatient Positions for
NYS licensed, board eligible/board certified psy-
chiatrists are available at Manhattan Psychiatric
Center, an OMH facility specializing in the treat-
ment of the refractory patient with innovative
pharmacological and manualized cognitive be-
havioral interventions. The psychiatrist leads a
multidisciplinary team, with opportunities to
utilize clinical, administrative, and teaching skills
on specialty units. MPC is a residency training
affiliate of NYU with rotations in the STAIR
program, research and outpatient clinic as well
as opportunities for teaching medical students.
We are conveniently located near the Triboro
Bridge.

Please fax resume to:
Manhattan Psychiatric Center
Ward’s Island Complex
Ward’s Island, NY 10035
Samuel J. Langer, M.D., Chief of Psychiatry
646 672 6386
MPC is an equal opportunity employer

A Bridge to Recovery

Psychiatrist
Part-time, 21 hours (Tues., Thurs, Fri,
9:00am-3:00pm)

NY Physician licensed required. Board Certi-
fied in general psychiatry, and Board Eligible in
child and adolescent psychiatry required. Must
be computer literate. Ability to travel within 5
boroughs expected. Knowledge or interest in
caring for the child welfare population highly
preferred.

Interested applicants should email confidential
resume to: resumes@jordananderson.com, indi-
cating JAA Box 92 in subject line, or mail to JAA
Box 92, 180 Varick Street, 12th Floor, New York,
NY 10014.

AA/EOE
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ALBERT EINSTEIN
COLLEGE OF MEDICINE
0f Yeshiva University
Department of Psychiatry and Behavioral
Science

The Sound View Throgs Neck Community
Mental Health Center

PSYCHIATRIST - Full-time. Continuing
Day Treatment and MICA Program. PSY-
CHIATRISTS - Part-Time Child/Adoles-
cent and Adult Outpatient Programs. These
Programs seek psychiatrists experienced in di-
agnostic evaluation and psychopharmacology, to
provide clinical care, supervise a team and teach
medical students, psychiatry residents and clin-
ical fellows. New York State License, Board Cer-
tified/Board Eligible in Psychiatry. DEA Reg-
istration. These positions carry a faculty ap-
pointment. Knowledge of Spanish a plus.

In return for your expertise, we offer a compet-
itive salary, outstanding benefits package and a
professional work environment offering career
growth potential. For consideration, please sub-
mit your CV with salary history to: Thomas F.
Betzler, MD., Executive Director, Sound
View Throgs Neck Community Mental
Health Center, 2527 Glebe Avenue, Room
304, Bronx, NY 10461; Fax: (718) 931-7307;
Email: tbetzler@aecom.yu.edu . Equal Op-
portunity Employer.

Coastal suburbs of New York City! Facility is
looking to add a C&A psychiatrist willing to
work with mostly children in both an inpatient
& outpatient setting. This is a highly lucrative op-
portunity & current psychiatrists are making at
least $200,000 with full benefits! NO CALL!
The facility is located on a beautiful campus
close to Manhattan. All applicants must be
board certified. For more info, contact Ariana
Sanjabi @ 800-735-8261 x 214, fax
your CV to 703-995-0647 or email: asanjabi@
medsourceconsultants.com

Westchester Suburb- 1 Child/Adol MD

PT or FT Child & Adol IP. Easy 35 minute Man-
hattan drive. Strong child grp, little mang’d care.
No call, no evenings, no weekends! Why do OP?
PT job has flex hrs for kids or priv practice. 917-
710-2456 or toacp@aol.com. Also, 1 ADULT
MD for OP -daily PT flex daytime hrs!

NYC-Highly sought after Academic Opp’t!
Supervise $ teach residents and medical students.
Academic experience preferred. Job entails over-
sight and teaching of psych Residents + some re-
search. Clinical duties are for inpatient work.
Salary + bene. Call Dave Featherston @ 800-
575-2880 x 314.

Psychiatrists
Child/Adolescent & Adult

YAI/Premier Healthcare is a nationally recog-

nized, well-established NYC diagnostic & treat-

ment center for people with disabilities and their

families. We are currently seeking part time and

Fee for Service psychiatrists.

* Bronx Adult Group Homes - FFS

® Brooklyn - Child & Adult - PT

® Bronx - 3 month - TEMP - Child - 1 day per
week

This is an opportunity to work with a profes-

sional team of doctors and nurses in a multi-cul-

tural, team environment. Send CV to: Karen

Meyers, Clinical Recruiter, Premier HealthCare,

460 West 34 Street, N.Y., N.Y. 10001 Fax212-

563-4836 Email: kmeyers@yai.org

NEW YORK STATE

GREATER BINGHAMTON HEALTH CENTER
ADULT PSYCHIATRIST
And
CHILD/ADOLESCENT PSYCHIATRISTS

GBHC, (JCAHO-Accredited New York State
Office of Mental Health facility) is seeking full
time, board certified/board eligible ADULT
PSYCHIATRISTS for its 140 bed adult inpa-
tient facility and CHILD/ADOLESCENT
PSYCHIATRISTS for its Child/Adolescent
unit. Abundant on-site CME. Salaried, per-
manent positions with excellent New York State
benefits.

Submit CV to: Personnel Office, Greater Bing-
hamton Health Center, 425 Robinson St., Bing-
hamton, NY 13904. Fax: (607) 773-4117.
EOE/AAE.

P/T CHILD/ADOLESCENT PSYCHIA-
TRIST WANTED. Outpatient position with
leading LI Children and Family Mental Health
Agency. Fax Resume: HR-(516)626-8403.
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PSYCHIATRISTS NEEDED

The Mid-Hudson Forensic Psychiatric Center is
a secure facility operated by the NYS Office of
Mental Health and is accredited by both CMS
and JCAHO. Located in the lower Hudson Val-
ley near Middletown, NY, the facility provides an
excellent opportunity for both general and foren-
sic psychiatry for both licensed and Board cer-
tified psychiatrists. Starting base salary for li-
censed psychiatristis $128,922.00. Board certi-
fied psychiatrists are guaranteed $133,978.00
and an anticipated increase, with salary differ-
entials and excellent fringe benefits. Affirma-
tive Action/Equal Opportunity Employer.

Contact: Salil Kathpalia, M.D.
Clinical Director
MHFPC
Box 158, Route 17M
New Hampton, NY 10958
Phone: (845) 374-3171, ext, 3155
Email: MHMDSKK@ombh.state.ny.us
Faxi# - (845) 374-3961

Inpatient/ Outpatient Psychiatrists
Ellis Hospital
Schenectady, NY 12308

The Ellis Hospital Department of Psychiatry, a
respected leader in mental health in the Capital
Region of New York State, has openings for full-
time NYS licensed, BC/BE inpatient and out-
patient psychiatrists. The hospital offers a gen-
erous salary and benefit package, opportunities
for continuing education, and a stimulating work
environment.

Ellis Hospital is located in Schenectady, NY, in
the Mohawk Valley at the foothills of the Adiron-
dack Mountains. The area is well-known for its
beautiful lakes, including scenic Lake George,
numerous parks, ski resorts, golf courses, and
the famous Saratoga Raceway, all within an hour’s
drive. Major cities within a three-hour drive in-
clude New York and Boston.

For further information, contact Anthony Ya-
cona, M.D., Chairman, Department of Psychi-
atry, Ellis Hospital, 1101 Nott St., Schenectady,
NY 12308 at (518)-243-4154 or e-mail yaconaa
@ellishospital.org.

TLC Health Network seeking full time psy-
chiatrist with interest in a progressive health
network providing a variety of behavioral and
chemical dependency services. Competitive com-
pensation and benefits. Send CV to Gary Baltz,
VP for Behavioral Health, TLC Health Net-
work, 100 Memorial Drive, Gowanda, NY
14070 or call (716) 532-8940.

NORTH CAROLINA

FORENSIC PSYCHIATRISTS

The Federal Medical Center located in Butner,
North Carolina, is seeking BC/BE staff psychi-
atrists. Board certification or an interest in
Forensic Psychiatry is ideal. The 310 bed all
male Mental Health Component is part of a 989
bed JCAHO accredited facility located north of
Raleigh and the Research Triangle Park. Ap-
plicants are required to possess a license to prac-
tice medicine in any of the 50 states and full U.S.
citizenship. Staff psychiatrists are part of a muld-
disciplinary team with a primary focus in per-
forming court ordered forensic evaluations. Care
of the chronically mentally ill is a part of the job
responsibilities. FMC Butner is a site for com-
munity rotations for psychiatry residents from
the nearby Duke University Medical Center and
a site for the Forensic Psychiatry Fellowship
sponsored by the University of North Carolina
at Chapel Hill. Interested candidates should
contact Mona Hill, Medical Recruiter, at (919)
575-3900, ext. 6040, or J. Zula, M.D., Chief of
Psychiatry, at ext. 5475. FMC Butner is an
Equal Opportunity Employer committed to
a policy of nondiscrimination on the basis of
race, gender, religion, color, national origin,
disability, marital status, and status as a cov-
ered veteran. EEO/AA Employer

100% Outpatient work in NC’s most scenic
and affordable area. Established Mental Health
Organization seeks 2 Psychiatrists. Call is by
telephone only, and is extremely light. Client
can provide Loan Repayment, and sponsor can-
didates on a J1 Visa. Call Ken Pruchnicki @ 800-
575-2880 ext. 319.

Big city excitement with Carolina style!

Exceptional opportunities in 3 metropolitan cities
in NC. Adult & C/A Psychiatry need. 100%
OUTPATIENT! Possible teaching and /or re-
search opportunities. Rewarding opportuni-
ties with competitive base salaries & full bene-
fits package! Possibility to make over $200,000!
For more info, contact Carrley Ward at 800-
735-8261 x 219, fax your CV to 703-995-0647

or email: cward@medsourceconsultants.com

NORTH DAKOTA

B
W

PRAIRIE ST. JOHN'S

We have an exciting opportunity for a talented
and dynamic Child and Adolescent Psychia-
trist to join a growing, well-respected, mission-
focused organization that Offers Hope and Heal-
ing to Those Suffering From Psychiatric Con-
ditions and Addictions.

Prairie St. John’s, a Catholic Psychiatric and
Addictions Health Care Organization, based in
Fargo, ND is seeking a Child & Adolescent Psy-
chiatrist to join our group of 10 Psychiatrists (in-
cluding eight C&A trained). Prairie provides
mental health, chemical dependency and dual
diagnosis treatment programs in a continuum of
care that includes inpatient, partial hospital, res-
idential, intensive outpatient and clinic services
to children, adolescents, and adults. Starting
salary up to $210,000 dependent on site of prac-
tice and qualifications, plus productivity com-
pensation. Excellent benefits. Fargo is a great
place to live, raise a family, work and do busi-
ness. Prairie is a great place to practice Psychi-
atry. View us on-line at www.prairie-stjohns.com.

Send CV and letter of interest to: Karen

Frigen, Development Specialist, Prairie St.

John’s, 510 4th St. S., Fargo, ND 58103 or

via e-mail to kfrigen@prairie-stjohns.com.
A

PRAIRIE ST. JOHN'S

Medical Director Opportunity

Prairie St. John’s, located in Fargo, ND is seek-
ing a talented and experienced Medical Director.
This position actively directs and coordinates
the activities of both Child_Adolescent and Adult
Services, along with providing clinical care for
an Adult inpatient caseload; primarily chemi-
cally dependent patients. The Medical Direc-
tor’s duties include Psychiatric personnel selec-
tion, orientation, and evaluation, overall clini-
cal program refinement and oversight, and pol-
icy development and review. Approximately 1/3
administrative, 2/3 clinical practice. Reports to
Chief Executive Officer. Requires BC in Gen-
eral Psychiatry and previous supervisory expe-
rience. Salary $210k - $240k depending on qual-

ifications.

The Fargo, ND-Moorhead MN metro area has
a population of 180,000 and has been named one
of the best places to live, raise a family, work and
do business by Forbes magazine (May 2005). We
are a college community located near the beau-
tiful Minnesota lakes country offering excellent
educational systems, recreation and sporting ac-
tivities as well as a variety of entertainment and
cultural events.

Prairie St. John’s provides an excellent compen-
sation and benefits package. View us on-line at
www.prairie-stjohns.com.

Send CV and letter of interest to: Karen
Frigen, Development Specialist, Prairie St.
John’s, 510 4th St. S., Fargo, ND 58103 or
via e-mail to kfrigen@prairie-stjohns.com.

MeritCare Health System of Fargo, ND is
seeking an Adult Psychiatrist to join its 32-mem-
ber multi-disciplinary Psychiatry Department.
Faculty appointment and teaching of psychiatry
residents is available through University of North
Dakota School of Medicine. MeritCare is an in-
tegrated 384-physician multi-specialty group
practice, 583-bed Level II tertiary/trauma hos-
pital with 26 primary care clinic sites in two states.
Sister cities, Fargo, ND and Moorhead, MN are
a tri-college community of 200,000 located near
the heart of Minnesota’s lake country. Fargo-
Moorhead offers excellent educational systems,
recreation and sporting activities as well as a va-
riety of entertainment and cultural events. This
is an excellent opportunity with a competitive
compensation and benefits package being of-
fered. Drug-free workplace. AA/EOE. This is
not a designated HPSA site.

To apply send CV to:

Jill Gilleshammer, Physician Recruiter
MeritCare Health System
P O Box MC
Fargo, North Dakota 58122
Phone: (800) 437-4010, ext. 280-4851
Email: Jill.Gilleshammer@meritcare.com

SEEKING Executive Director for Summit
County, Ohio Alcohol, Drug Addiction and
Mental Health Services Board. Professional with
extensive administrative experience in operating
large governmental agency or nonprofit with un-
derstanding of mental health and addiction re-
covery and prevention services. Leadership,
communication skills, fiscal, government fund-
ing and managed care knowledge required. Suc-
cessful experience with voted local levy support
preferred. Equal employment opportunity. Re-
spond in writing with resume, references and
salary requirements by August 31, 2006 to ADM
Search Committee, c/o Greg Kavinsky, Co-
Chair, 2558 Arbor Court, Uniontown, OH
44685-7814.

PSYCHIATRIST NEEDED

A leading behavioral health agency is seeking a
psychiatrist in the central Ohio area. This po-
sition will be responsible for all psychiatric/med-
ical services provided to a broad range of pa-
tients, formulating and implementing clinical
and organizational policies. Successtul candi-
date will be Board eligible/Board certified in psy-
chiatry and willing to obtain a current Ohio med-
ical license. Salary commensurate with experi-
ence and qualifications with excellent compre-
hensive benefit package.

Interested applicants may submit résumés’
to:

Human Resources
North Central Mental Health Services
1301 N. High Street
Columbus, OH 43201 or
Fax to 614-298-2227,
Email astuart2002@yahoo.com

Oregon State Hospital

Oregon State Hospital is currently recruiting for
Psychiatrists with interest and/or experience in
adult and forensic programs. A strong benefits
package complements salary. Opportunities for
additional on-call work can increase your income
substantially.

Oregon State Hospital provides specialized men-
tal health services, including general adult, geri-
atric, and forensic treatment programs with cam-
puses in Salem and Portland. Oregon State Hos-
pital currently employs approximately 1,200 staff,
including 30 Psychiatrists.

Located in the beautiful Willamette Valley, the
area offers a great diversity of recreational ac-
tivities. Within an hour’s drive one finds the
Cascades, the Coastal Range, and the Pacific
Ocean. Oregon is justifiably famous for its world-
class fishing, hunting, skiing, golfing, windsurf-
ing, white water rafting, camping, and moun-
taineering opportunities.

Contact:

Becky Hawkins, Office of Human Resources
Oregon State Hospital

2600 Center Street NE

Salem, OR 97301-2682

Phone: (503) 945-2822
Fax: (503) 945-9910
E-Mail: Becky.Hawkins@state.or.us

PENNSYLVANIA

NORTHWEST PENNSYLVANIA - BC/BE
Adult Psychiatrist with interest in Geriatric
Psychiatry desired for Saint Vincent Health
Center in Erie, Pennsylvania. Join our team of
4 Adult Psychiatrists and 2 Child Psychiatrists
in a 413-bed tertiary care hospital setting in-
cluding IP and OP services as well as a new 10-
bed geropsychiatric unit. Our 32-bed unit is
staffed with professionals who are willing to go
“the extra mile” to meet the patient’s needs. Pa-
tient services include acute care, consultation li-
aison services as well as psychiatric evaluations
and medication management, crisis services,
treatment of chemical dependency, and con-
tracted services to several community programs.
Located on the shores of Lake Erie with 7 miles
of beaches, Erie is the fourth largest city in Penn-
sylvania with a metropolitan population of
280,000 and a referral base of 750,000. Com-
petitive salary and benefits. For more informa-
tion contact Sue McCreary, Physician Re-
cruiter, Saint Vincent Health Center 232 W.
25th Street, Erie, PA 16544. Phone 814-
452-7822, FAX 814-455-1524 or email
smccrear@svhs.org Visit our website at
www.saintvincenthealth.com
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PSYCHIATRISTS

In the Quaker tradition, Friends Hospital has
improved the lives of individuals suffering from
mental illness for the last 190 years. Friends Hos-
pital, the nation’s first private psychiatric hospi-
tal located in Philadelphia, is recruiting board
eligible/certified psychiatrists.

Dual Diagnosis Medical Director: The hos-
pital is seeking a psychiatrist with addiction fel-
lowship training/ exp to serve as the Medical Di-
rector of the Dual Diagnosis Unit. The position
is supported by an addiction psychologist & a
strong clinical staff.

Intensive Adult Medical Director: The IA
Unitis dedicated to individuals who suffer from
chronic & persistent mental disorders. The Med-
ical Director has the responsibility of interact-
ing with the Public Sector providers to promote
appropriate linkage to community resources.

Psychiatric Crisis Physician: Part-time cover-
age opportunities are available in the evening &
weekends in the Admissions Department.
Friends offers a generous salary, benefits, life in-
surance, paid medical malpractice, one week

CME with allowance, and a 401(k) plan.

Friends Hospital is the training site of Drexel
University Department of psychiatry. Qualified
applicants will be reviewed for faculty appoint-
ments.

If you are interested in an exciting practice op-
portunity, please submit your CV by fax or email.
Rodgers Wilson, M.D.

Chief Medical Officer

C/0 Ms. V. Combs

Ph: 215-831-7935

Fax: 215-831-4686

viviancombs@fbhs.org

4641 Roosevelt Blvd.

Philadelphia, Pa. 19124-2399

Pennhurst Medical Group, P.C. Various Penn-
sylvania locations BC/BE, Excellent Salary,
Benefits, Full Time, No Billing, Part Time
and Locums Positions. Send CV to bp@
pennhurstmedical.com or by fax 610-524-0952.
Feel free to call Bob Plunkett at 610-524-2400
x 160 with any questions or for more informa-
tion.

UNIQUE CAREER OPPORTUNITY
FOR ADULT PSYCHIATRIST

"This is a superb opportunity for a BC/BE psy-
chiatrist interested in a combination of emer-
gency psychiatry and inpatient care. Establish a
close working relationship with our psychiatric
emergency service and our inpatient behavioral
science unit. You will work with a large salaried
hospital-based group who practice at LVH, an
800-bed academic community hospital where
opportunities exist to teach medical students and
residents and pursue career advancement. The
successful candidate will also be eligible for fac-
ulty appointment at Penn State/Hershey. We
are offering an excellent call schedule and a fa-
vorable lifestyle so that you can enjoy the beau-
tiful Lehigh Valley where more than 700,000
people appreciate safe neighborhoods, good
schools and easy access to major metropolitan
areas. Philadelphia is 1 hour south and NYC is
1.5 hours east. For more information, call 610-
969-0213. Email CV to Pamela. Adams@LVH
.com or fax to (610) 969-0214.

LEHIGH VALLEY HOSPITAL (LVH) in
Allentown, PA seeks 7th Consultation/Liai-
son psychiatrist to join salaried group. Focus
on med/surg, ob/gyn, oncology, cardiology,
trauma and burn. Jobis 50% C/L and 50% out-
patient. LVH is an 800-bed hospital with a Level
1 trauma center, regional burn center, 3,300
births, transplant program and 10 residency pro-
grams (no psychiatry). Competitive salary and
excellent benefits, including paid medical mal-
practice insurance. Teaching (medical student
rotation) and clinical research available. Faculty
appointment at Penn State/Hershey. Allentown
is in the Lehigh Valley, 60 miles north of
Philadelphia and 90 miles west of NYC. Email
CV to Ralph A. Primelo, Chief, Section of C/L
Psychiatry, ¢/o Pamela.Adams@Ivh.com. Fax
610-969-0214. Phone (610) 969-0208.

TEXAS

Psychiatrists needed in Houston, Texas. Full-
time employee, very competitive salary and ben-
efits package. Seeking two (2) psychiatrists: Po-
sition 1 is for provision of physician services to
psychiatric patients in an inpatient setting. Po-
sition 2 is for provision of physician services to
psychiatric patients primarily in an outpatient
setting, with some inpatient and possible psy-
chiatric research services. Must have current
Texas Medical License. Current Medicare num-
ber preferred. Please email resume and ref-
erences to: dgafford@dapaprograms.com

HOUSTON - Baylor College of Medicine is
seeking board-certified or board-eligible psy-
chiatrists to fill clinical openings at Ben Taub
General Hospital, a major teaching, service, and
research hospital of the College. Positions are
available in emergency psychiatry and outpa-
tient psychiatry, including work in community
clinic settings. Bilingual English/Spanish
providers are encouraged to apply. Please send
a confidential CV and any additional information
which might be of use to the search committee
to Britta Ostermeyer, MD, Baylor College of
Medicine, Department of Psychiatry, One Bay-
lor Plaza, BCM350, Houston, TX 77030 or
email brittao@bcm.edu Baylor College of Med-
icine is an Equal Opportunity, Affirmative Action
and Equal Access employer.

The Department of Psychiatry at The Uni-
versity of Texas Health Science Center at San
Antonio is seeking three board-certified or
board-eligible academic psychiatrists or psy-
chologists to join one of the premier programs
in the country. There are part-time or full-time
positions on either the tenure or non-tenure
track. Salary and academic rank are commen-
surate with qualifications. The department has
strong educational, research and clinical pro-
grams in an attractive, culturally rich city situated
on the edge of the Texas Hill Country, with a
pleasant climate, an excellent public school sys-
tem and abundant recreational activities. In-
terested individuals should forward their cur-
riculum vitae to Pedro L. Delgado, M.D., Pro-
fessor and Chairman, Department of Psychia-
try, Mail Code 7792, The University of Texas
Health Science Center at San Antonio, 7703
Floyd Curl Drive, San Antonio TX 78229-3900,
phone 210-567-5391, FAX 210-567-6941. The
University of Texas Health Science Center at
San Antonio is an Equal Employment Oppor-
tunity/Affirmative Action Employer. All faculty
appointments are designated as security sensi-
tive positions.

Dallas Suburbs! 100% OUTPATIENT with
no call! Be set up in private practice and provide
services to a child/adolescent program through
the O/P clinic. Flexible work week and daily
hours. Call Karen Brennan at 800-575-2880
x307. E-mail to kbrennan@medsourceconsultants
.com.

Texas Forest Country - The Burke Center, a
multi-site, JCAHO accredited community men-
tal health center, has an immediate opening for
either a general psychiatrist or child psychi-
atrist willing to treat some adults. The position
is outpatient only, primarily located in Liv-
ingston, although there may be some work in
other locations or by telemedicine. Enjoy an ex-
cellent lifestyle with a 40-hour work week, no
call, competitive salary, and fantastic benefits.
Physician Assistants and Advanced Nurse Prac-
titioners will be considered as well. Recreational
opportunities abound in national forests nearby.
Houston is less than 2 hours away; Dallas 3
hours; major state university nearby. Please send
CV to Mark Janes, M.D., Medical Director,
Burke Center, 4101 S. Medford Drive, Lufkin,
TX 75901. Fax: (936)634-8601. Email: markj@
burke-center.org. Check out the details on our
website: www.burke-center.org.

North Texas State Hospital

North Texas State Hospital is a preeminent psy-
chiatric facility located in North Central Texas
with campuses in Vernon and Wichita Falls. Psy-
chiatrist in our organization have the opportu-
nity for a professionally stimulating practice that
genuinely makes a difference in these patients’
lives, while at the same time affording them-
selves a rich quality of life in an area with a com-
paratively low cost of living. The Vernon Cam-
pus serves as the only adult Maximum Security
facility and adolescent forensic program in the
Texas Department of State Health Services and
the Wichita Falls campus is a multi-faceted gen-
eral psychiatric facility serving north central and
west Texas. Populations served include: foren-
sic, substance abuse, adult, child, adolescent,
geriatric, and developmentally disabled. If you
are looking for a challenging and rewarding po-
sition with an excellent salary, employment se-
curity, outstanding benefits* and opportunities
for professional growth, we invite you to visit
our progressive, modern facility at North Texas
State Hospital. *No state income tax, paid sick
leave, paid vacation, paid time off for CME, 12-14
paid holidays per year, retirement plan, additional
pay available if on call is provided, and much more.

Contact Thomas R. Mareth, M.D.
for more information.
Phone: (940) 552-4150
Fax: (940) 553-2530
thomas.mareth@dshs.state.tx.us
North Texas State Hospital-P.O. Box
2231-Vernon, Texas 76385
North Texas State Hospital is an Equal
Opportunity/Drug Free Workplace
Not a Healthcare Shortage Opportunity

Lubbock Regional Mental Health Mental
Retardation Center (LRMHMRC) is re-
cruiting for a board certified or board eligible
inpatient psychiatrist for Sunrise Canyon Hos-
pital, a JCAHO accredited, 30 bed adult psy-
chiatric community hospital. Primary respon-
sibilities will include direct patient care and su-
pervision of mid-level professionals.

LRMHMRC offers a competitive salary and
compensation package, including 96 hours of
paid vacation, 12 paid sick days and eleven paid
holidays the first year. Other benefits include a
company-sponsored retirement plan, fully paid
professional liability insurance and one week of
CME with up to $1,000 allowance annually.

LRMHMRC is one of the largest comprehen-
sive behavioral healthcare providers in West
Texas. LRMHMRC has been in operation for
over 40 years, has a budget of over $24 million
and serves over 6,000 people per year. The Sun-
rise Canyon Hospital’s milieu includes a mult-
disciplinary treatment team approach, includ-
ing collaboration among psychologists, social
workers, an occupational therapist, chemical de-
pendency counselors and crisis intervention staff.

Sunrise Canyon Hospital is located in Lubbock,
Texas (population 200,000) which is home to
"Texas Tech University, a top-tier research insti-
tute. Lubbock offers citizens a home-town feel,
with big city luxuries. The largest medical com-
munity from Dallas to Los Angeles, the city
boasts more physicians per capital than Dallas,
Phoenix or Denver, but has an average commute
of only 17 minutes and a comparatively low cost
of living. On average, Lubbock enjoys 227 days
of sunshine per year. Visit www.lubbocktexas
.com

For more information contact Mary Gerlach,
Hospital Administrator at 806-790-5330 or by
email: mgerlach@lubbockmhmr.org

LRMHMRC is an equal opportunity and Affir-
mative Action Employer.

Assistant Professor

The Department of Psychiatry and Behavioral
Sciences at the University of Texas Medical
Branch in Galveston is seeking an Assistant Pro-
fessor.

Responsibilities include inpatient care, outpa-
tient clinics, resident supervision and teaching.
Research opportunities are available. Successful
candidates must be board certified/board eligi-
ble in Psychiatry.

Candidates with interest and skills in this area
should send a curriculum vitae and cover letter
to: Robert M.A. Hirschfeld, M.D., The Uni-
versity of Texas Medical Branch, Department
of Psychiatry and Behavioral Sciences, 301
University Boulevard, Galveston, TX 77555-
0188.

The University of Texas Medical Branch is an
equal opportunity, affirmative action institution
which proudly values diversity. Candidates of
all backgrounds are encouraged to apply.

UTAH

Utah State Hospital, 340 Bed JCAHO / MED-
ICAID / HCFA accredited. Medical model/team
approach with Geriatric, Forensic, Adult, Child,
Adolescent, Rehab Programs. Needed: Full-
time, flex shifts available, PSYCHIATRIST.
Competitive pay, outstanding benefit package
equal to 30% of salary, relocation allowance. Lo-
cated in Provo - 45 miles south of Salt Lake City.
We are relatively insulated from managed care
pressures and offer a length of stay, which allows
meaningful treatment. Recognized cultural cen-
ter, three well-known universities, unmatched
outdoor recreation. Very stable, low crime rate,
economically sound. Send CV to: Richard
Spencer, Clinical Director, PO Box 270, Provo,
UT 84603, or phone: (801) 344-4201. EOE

CHAIR, DEPARTMENT OF PSYCHIATRY
UNIVERSITY OF UTAH SCHOOL OF MEDICINE

The University of Utah School of Medicine is
embarking on a national search for the position
of Chair of the Department of Psychiatry. Vi-
sionary candidates with a distinguished record
of clinical, educational, and investigative ac-
complishments are invited to apply. Past ad-
ministrative experience of substance is expected.
The Department of Psychiatry at the Univer-
sity of Utah School of Medicine is comprised of
55 full-time physicians, and 129 adjunct faculty
members, as well as a very successful training
program in adult, pediatric, and triple board pro-
grams.

The Department of Psychiatry has exceptional
opportunities, including its own inpatient hos-
pital, the newly created University Brain Insti-

tute, and a Vanguard site for the National Chil-
dren’s Study.

Interested applicants should submit an electronic
curriculum vitae, list of references, and a brief
statement describing academic interests and pro-
fessional goals to:

Jennifer L. Allie
Director, Faculty Administration
University of Utah School of Medicine
30 North 1900 East Room 1C047 SOM
Salt Lake City, UT 84132
PH: (801) 581-5705
FAX: (801) 581-3338
Email: jennifer.allie@hsc.utah.edu

UNIVERSITY OF UTAH IS AN EEO/AA
EMPLOYER AND ENCOURAGES AP-
PLICATIONS FROM WOMEN AND MI-
NORITIES

Chief, Psychiatry - VA Salt Lake City Health
Care System, Salt Lake City, Utah.
VASLCHCS is affiliated with the Univ. of Utah
School of Medicine, and seeks a full-time,
tenured or tenure track assoc. or full professor
to head Psychiatry Service. VISN 19 is a recent
recipient of a Mental Illness Research, Educa-
tion, and Clinical Center (MIRECC) award cen-
tered on suicide prevention, with a portion of
the program at the VASLCHCS, under the di-
rection of, Chief Psychiatry. An affiliation is
available to the VASLCHCS GRECC and the
newly formed Brain Institute at the School of
Medicine. The VASLCHCS has 8 psychiatry
residents and is a major medical student training
site. You must be U.S. Citizen. Relocation ex-
penses are authorized. Closes August 31, 2006.
Send CV and three references to VASLCHCS
(05C), 500 Foothill Dr., SLC, Utah 84148, an-
nouncement #C06-137. For additional infor-
mation contact Tonya Mackintosh at 801-584-
1284, x 2267 or Kellie Roe, x2205. Equal Op-
portunity Employer.

PSYCHIATRISTS - Northeast Kingdom
Human Services, Inc. a CMHS located in St.
Johnsbury, is seeking two Full-Time Psychia-
trists. Opportunities exist for outpatient work
with adult patients suffering from a wide range
of serious mental illnesses, and for consultation
to primary care practices at the primary care of-
fice. This position is perfect for someone who
enjoys outdoor activities in a rural environment.
You will find mountains and lakes as well as the
urban lifestyle less than an hour away. NKHS
provides community-based, consumer-sensitive
mental health, substance abuse and develop-
mental services for residents of Caledonia, Essex
& Orleans counties of Vermont. Our agency of-
fers an outstanding benefits package. Please apply
with cover letter and resume to bbrenk@nkhs.net
or Bianca Brenk, NKHS, POB 724, Newport,
VT 05855. For further information please visit
our web site at www.jobsinvt.com or www.nkhs
.net.

Central Vermont

Washington County Mental Health Services, a
CMHC located in Montpelier, is seeking a full
time psychiatrist to join its high quality, dedi-
cated psychiatric staff. Opportunities exist for
outpatient work with geriatic and adult patients
suffering from a wide range of mental illnesses,
developmental disorders, and mental retarda-
tion. Particularly needed is a psychiatrist for a
newly developing, innovative, recovery oriented
and trauma informed, highly staffed, ten bed,
residential program providing a level of services
not previously available outside of a hospital set-
ting in Vermont. Competitive salary and bene-
fits; EOE. Applicant must be BE/BC. Please
send cover letter and CV to: Stuart Graves, MD,
9 Heaton Street, Montpelier, VT, 05602, or e-
mail to Stuartg@wcmbhs.org.

The VA Medical Center, White River Jct.,
VT is currently seeking an Addiction Psychia-
trist to join our facility. The VAMC, White
River Jet., VT is closely affiliated with Dart-
mouth Medical School. The successful candidate
will serve as Director of Addiction Treatment
Services at the White River Junction VA. Du-
ties will include direct clinical care of patients
with substance use disorders and co-occurring
psychiatric and substance use disorders, admin-
istration of the Addiction Services and clinical
supervision of the addiction clinical team in-
cluding addiction therapists, addiction fellows,
psychiatry residents, and medical students. The
candidate will also direct the Dartmouth Med-
ical School Addiction Psychiatry Fellowship.
Research opportunities are available and en-
couraged. Candidates should be Board Certi-
fied or eligible in Psychiatry. Experience and
APA Added Qualifications in Addiction Psychi-
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atry and/or ASAM certification are highly de-
sired. Salary will be commensurate with expe-
rience. Successful incumbent must qualify for
academic appointment at Dartmouth Medical
School. Send letter of interest, CV and refer-
ences to Human Resources Management Ser-
vice/05, VA Medical Center, 215 N. Main St.,
White River Jet., VT 05009, fax (802) 296-6350.
Inquiries may be directed to Vince Watts, MD,
Chair Committee.
Bradley.V.Watts@Dartmouth.edu. EOE.

GEROPSYCHIATRIST: Virginia Common-
wealth University, Department of Psychiatry re-
cruiting Virginia licensable BE/BC psychiatrist
in to provide clinical care, training of fellows,
residents and medical students, and research ac-
tivities at Piedmont Geriatric Hospital (80%)
and the University campus (20%). Teaching, re-
search experience and geropsychiatry fellowship
preferred. J-1 AVAILABLE. PGH is specialty
geriatric state hospital located in Burkeville, VA,
35 minutes from Richmond. VCU is a large
urban university with robust health science cam-
pus and 750-bed university hospital. The De-
partment of Psychiatry employs over 80 fulltime
faculty and has well-funded research in women’s
mental health, genetics, addictions, child men-
tal health and psychopharmacology. Richmond,
the State Capital, has moderate climate and rich
mix of history with modern facilities, excellent
suburban housing, public/private schools. In-
ternet provides comparative cost of living. Send
CV to Search Committee, c/o Mary Swartz,
VCU, Box 980710, Richmond VA 23298. Vir-
ginia Commonwealth University is an Equal Op-
portunity/Affirmative Action employer. Women,
minorities, and persons with disabilities are en-
couraged to apply.

Christiansburg, VA - General Adult Psychiatrist
needed in Virginia’s New River Valley region for
state-of-the-art inpatient facility with office suite
contiguous to the inpatient unit. Position pro-
vides for a combination of inpatient/outpatient
psychiatry, including administering ECT; on-
call an average of 6-7 days/month, including 1-
2 weekend days. Virginia’s New River Valley re-
gion comprises the localities of Blacksburg, home
of Virginia Tech, and Radford, home of Radford
University, plus the town of Christiansburg and
surrounding communities, a population of 175k.
Carilion Health System is a nonprofit regional
healthcare system comprised of several acute-
care hospitals including teaching/tertiary refer-
ral center nearby, medical education programs,
and 70+ multispecialty clinics. Base salary with
bonus incentive plan based on quality outcome
and scorecard measures. Requirements: Mini-
mum of 3 years experience post-residency, and/or
other professional experience prior to complet-
ing residency; ABMS-BC ideal, or BE accept-
able with plan in place to receive certification in
2 years; excellent interpersonal and communi-
cation skills. Positions available immediately.
To apply, submit CV with references and cover
letter to:

Rhonda B. Creger, Physician Recruiter
Carilion Health System

POB 40032

Roanoke, VA 24022-0032

Office 540-224-5189

FAX 540-985-5329

Email: rhondac@carilion.com
Website: www.carilion.com

Norfolk Community Services Board seeks a
part-time Child and Adolescent Psychiatrist for
newly developed Family Development Center.
Must be licensed to practice Medicine in Vir-
ginia. Board Certification in General Psychia-
try with additional sub-specialty certification in
Child and Adolescent Psychiatry preferred. Ideal
candidate will have relevant experience working
with the seriously emotionally disturbed. Excel-
lent benefits package; salary commensurate with
experience. Apply to Norfolk Community Ser-
vices Board, 248 W. Bute Street, Norfolk VA
23510 or call (757) 441-5300 if you require
special assistance. On-line application at www.
norfolkesb.org. EOE M/F/D/V. Background
check required.

WASHINGTON

Opening for one Board Certified/Board El-
igible Staff Psychiatrist and one Board Cer-
tified/Board Chief Psychiatrist with the De-
partment of Veterans Affairs Medical Center in
Walla Walla, Washington. Requires patient-ori-
ented physician for inpatient/outpatient care
which includes working with Post Traumatic
Stress conditions and chemical dependency.
Opening available now. Must be a US citizen.
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(VA physicians are covered by Federal Tort Acts
and do not need malpractice insurance). Bene-
fits includes health/life insurance, 25 days of va-
cation leave, plus sick leave, and a generous re-
tirement system. Walla Walla is a pleasant town
of 30,000 at the base of the beautiful Blue Moun-
tain range of SE Washington State. Excellent
schools and two fine 4-year colleges are an asset.
Enjoy skiing, fishing, wind surfing, and hiking
in a moderate climate. Applicants are subject to
a drug screening test. Contact Jean Hulce, HR
Specialist at 509-527-3453. Equal Opportunity
Employer. This agency provides reasonable ac-
commodation to applicants with disabilities. If
you need a reasonable accommodation for any
part of the hiring process, please notify Human
Resources. The decision on granting reason-
able accommodation will be on a case-by-case
basis.

BC/BE PSYCHIATRIST

Seeking a BC/BE Psychiatrist with an interest
in geriatrics (fellowship training a plus), to join a
colloborative practice affiliated with a compre-
hensive medical center. Mostly outpatient
with some inpatient. Competitive base salary
guarantee, good benefits plus potential ad-
ditional compensation for productivity. Lo-
cated just 20 minutes from downtown Seattle
and the shores of Puget Sound. This area is con-
sistently rated as one of the best places to live.
For more information send CV to Gail Mumma,
gmumma@HighlineMedical.org or Fax to 206-
242-4625 or Call: (206)431-0785

The University of Washington and Har-
borview Medical Center (HMC) in Seattle,
WA is accepting applications for a psychiatrist
at the rank of Assistant or Associate Professor.
This position is 1.0 FTE and will work on the in-
patient and outpatient services. The position
will also be responsible for teaching residents
and medical students. University of Washington
faculty engage in teaching, research and service.
Please send application and CV to Peter Roy-
Byrne MD, Chief Psychiatry, Harborview Med-
ical Center 325 9th Ave. Box 359911, Seattle,
WA 98104. The UW is building a culturally di-
verse faculty and strongly encourages applica-
tons from females and minority candidates. The
UW is and EOE/AA employer.

Emergency Psychiatry Clinical Faculty Position
University of Washington, Seattle, WA

Harborview Medical Center, Department of Psy-
chiatry and Behavioral Sciences is seeking a psy-
chiatrist in the Psychiatric Emergency Services
(PES). The coverage is shared among several
psychiatrists who work under the supervision of
the PES Medical Director. The position will re-
ceive a UW clinical faculty appointment. The
PES attending psychiatrists provide direct eval-
uation, triage and acute treatment to patients,
and overall supervision of the clinical team, in-
cluding residents. Pay scale is highly competi-
tive due to shift work and off-hours schedule.
University of Washington faculty engage in
teaching, research and service. HMC has a na-
tionally recognized psychiatric emergency serv-
ice and strives to deliver state of the art care in
an academic medical setting. Please forward your
letter and CV to: Peter Roy-Byrne, MD, Box
359911 Psychiatry HMC 325 9th Avenue, Seat-
tle 98104. The UW is building a culturally di-
verse faculty and strongly encourages applica-
tions from females and minority candidates. The
UW is and EOE/AA employer.

WEST VIRGINIA

PSYCHIATRISTS - William R. Sharpe, Jr.
Hospital, a 150-bed, JCAHO-accredited, state
psychiatric hospital and winner of APA Award
for state/university collaboration, is searching
for BE/BC psychiatrists. The facility is unique in
the region for the range of psychiatric services of-
fered and quality of care provided. The hospi-
tal is one of the largest training sites for various
clinical disciplines including psychiatric resi-
dents, medical students as well as psychology,
social work and nursing trainees. These are full
time faculty positions with regionally competi-
tive salaries and excellent benefits. There is no
call duty. The area has an abundance of outdoor
activities, four-season climate, and one of the
lowest crime rates in the country. There are sev-
eral metropolitan areas within easy driving dis-
tance. West Virginia University is an affirmative
action/equal opportunity employer. Women and
minority candidates are encouraged to apply. Po-
siions will be open undl filled. Contact Abe Adel,
MD, Clinical Director, William R. Sharpe, Jr.
Hospital, WVU Department of Behavioral Med-
icine & Psychiatry 936 William Sharpe Road, We-
ston, WV 26452. 304-269-1210. bettygufoster
@wvdhhr.org

Outstanding private practice opportunity.
One of our 3 psychiatrists is retiring. Walk in and
take over his 26-year practice. No investment
required. Furniture, office staff, billing system
all in place. Hospital affiliation available but not
required. Lakefront community of 90,000 mid-
way between Chicago & Milwaukee. Kenosha
Psychiatric Associates. Fax (262) 652-4450.
Email kenoshapsych@sbcglobal.net

Madison, WI - noted as “U.S. Best City”, two
years, seeks a BC/BE child psychiatrist. Capirol
Associates, well-recognized for more than 20 years,
is Madison’s largest, independent, licensed men-
tal health clinic and is dedicated to comprehen-
sive inpatient/outpatient care. CA boasts 14
mental health professionals, including 2 psychi-
atrists. A university town surrounded by many
lakes, Madison has abundant recreational activ-
ities, high educational standards and support for
the arts. Please consider joining our caring, en-
ergetic team. Capitol Associates, LLC, Atten-
tion: Johna Gerasch, PhD (Managing Partner),
440 Science Dr., Suite 200, Madison, WI 53711.
(608) 238-5176, ext. 314.

Win the Trifecta-stimulating job opp’t, wa-
terfront living, and high $$$. Adult and Child
psychiatrists needed to join a conscientious staff
in a collegial setting. Enjoy mostly Outpatient
duties and keep 100% of the billings over guar-
antee. Contact Susan Springer @ 800.575.2880
ext 315

SPECTACULAR OPPORTUNITY
FOR INPATIENT MEDICAL DIRECTOR

Gundersen Lutheran, a multidisciplinary 400
member group practice in La Crosse, W1, is
seeking an experienced BC/BE Psychiatrist to
perform the functions of the Medical Director of
an existing Inpatient Unit and to develop a day
hospital program.

This candidate will join 9 general and 4 child
psychiatrists, 7 psychologists and more than 40
therapists in providing outpatient/inpatient care
for a broad range of clinical disorders.

Psychiatric outpatient care is offered on our main
campus and at several sites in the Gundersen
Lutheran healthcare system. Inpatient care is
provided in a 27-bed unit, which is adjacent to
the medical center. Call will be 1:12.

Located in a city of 52,000 with a metropolitan
area of 120,000 and a service delivery area of
more than 500,000, Gundersen Lutheran pro-
vides the opportunity to practice metropolitan-
scale medicine in a context of small town char-
acter and comforts. Nationally recognized
schools, three universities, safe neighborhoods,
affordable housing and extensive recreational
and cultural activities make La Crosse, on the
Mississippi River, an outstanding place to live
and work. Our compensation package, pension
plan and continuing education opportunities are
exceptional.

Interested candidates are invited to call Gale
Kreibich, Medical Staff Development, Gunder-
sen Lutheran, at 1-800-362-9567, ext. 56863,
1900 South Ave., La Crosse, WI, 54601, or e-
mail grkreibi@gundluth.org

We support a safe, healthy and drug-free work
environment through background checks and
controlled substance screening.
EOE/AA

The Allure of the West!

* Ranked #1 in the U.S. by “Kiplinger’s” for the
lowest taxes paid per household

¢ Ideal to raise a family, possesses great schools,
and retains its western charm although only 90
minutes from Denver

® United Medical Center is a 206-bed hospital
that serves Wyoming, Northern Colorado, and
Western Nebraska

¢ 16-bed Behavioral Health Unit (12 adult and
4 adolescent) and active outpatient clinic

Adult Psychiatrists
Opportunities for both inpatient and outpatient
treatment of adults. Skills and experience in treat-
ing geriatrics a plus.

Addiction Specialist

Unique opportunity to spearhead and champion
the expansion of a hospital-based, outpatient ad-
diction treatment program. Specialization in ad-
diction treatment is required.

Both candidates must be team players with ex-
cellent communication skills. Program devel-

opment a plus. Board-Certified (or-eligible).
Wyoming license (or-eligible).

Contact: Lauren Maines, Physician Recruiter,
214 E. 23rd St. Cheyenne, Wyoming 82001, Of-
fice: (307) 432-2649, Fax: (307) 432-3181,
LMaines@umcwy.org.

The University of lowa

Department of Psychiatry
Mental Health Clinical Research Genter

POSITION: Postdoctoral Fellowships In Clin-

ical Neuroscience

SPONSOR: Schizophrenia Research Center -
University of Iowa - (NIMH/NIDA Research
Training Award)

DESCRIPTION: Applications are being ac-
cepted for a 1- to 3-year NIMH-funded fellow-
ship program funded jointly by NIMH and
NIDA for training in the neurobiology of major
psychotic disorders and clinical neuroscience.
The fellowship is designed for either: 1) psy-
chiatrists who have recently completed residency
or are beginning their fourth year of residency
and/or; 2) People who have recently completed
Ph.D.s in psychology (clinical or experimental),
neuroscience, biostatistics, biomedical engi-
neering, or related fields. Major areas of activ-
ity include brain imaging (MRI, fMRI, & PET),
biostatistics, cognitive neuroscience, neu-
roanatomy & neuropathology, neuropharma-
cology, & molecular genetics. The primary focus
of the Schizophrenia Research Center is on schiz-
ophrenia and related psychotic disorders, and
addiction, but candidates with a primary inter-
est in addiction research are particularly en-
couraged to apply.

U.S. citizenship or permanent visa status re-
quired. Applicants from under-represented
groups and from all ethnic backgrounds are en-
couraged to apply. For more information about
the Mental Health Clinical Research Center,
visit our website at http://iowa-mhcrc.psychia-
try.uiowa.edu/.

DEADLINE: Applications are now being ac-
cepted. Immediate openings available.

CONTACT: For application write to Nancy
C. Andreasen, M.D., Ph.D., Director, MHCRC,
2911 JPP,200 Hawkins Drive, Iowa City, IA,
52242-1057, (319) 356-1545 or email Vicki Fou-
bert at vicki-foubert@uiowa.edu. The Univer-
sity of Iowa is an Equal Opportunity/Affirma-
tive Action Employer.

Geropsychiatry Fellowship, Portland, Ore-
gon. Recruiting for 07/01/07 ACGME-accred-
ited PGYS5 level, at Oregon Health & Science
Univ and Portland VA Med Center. Flexible pro-
gram with either research or clinical emphasis.
"Training sites include inpatient, outpatient, nurs-
ing home and community. Research and clini-
cal strengths in end-of-life/palliative care, ethics,
mood disorders, dementias, Parkinson’s disease,
and substance abuse. Contact Dr. Linda Ganzini,
Dir, Geriatric Psychiatry Training, Mental
Health Div, PSMHDC, PO Box 1034, Portland,
OR 97207; (503) 220-8262, Ext. 56492; or at
Linda.Ganzini@va.gov. EOE.

Assume well established solo practice in Nas-
sau County-North Shore, New York, after a
phase in period. About thirty hours per week
currently, with good referral base for expansion.

Reasonable terms. Fax inquiries to: 516-997-
8402 or call 516-997-4610.

Lucrative solo practice for sale. Psychophar-
macology and psychotherapy. Expected gross
this year; $400,000 based on 40 hr. per week.
No managed care. Located in beautiful Sun Val-
ley. Contact Dr. Brooks at (208) 726-0055 (of-
fice) or (208) 788-4782 (home).

PSYCHOANALYTIC COUCHES

Prestige Furniture and Design is the leading
manufacturer of psychoanalytic couches. For a
brochure and price list, call (800) 283-9958.



BRIEF SUMMARY. See package insert for full prescribing information.

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

INDICATIONS—GEODON Capsules is indicated for the treatment of schizophrenia and acute manic or mixed episodes associated with
bipolar disorder with or without psychotic features. GEODON® (ziprasidone mesylate) for Injection is indicated for acute agitation in
schizophrenic patients.

CONTRAINDICATIONS — QT Prolongation:Because of GEODON's dose-related prolongation of the QT interval and the known association
of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (including congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). 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 la and II1 anti-arrhythmics, mesoridazine, thioridazine, chlorpromazine, droperidol,
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefloguine, 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 in the full prescribing information as a contraindication oraboxed or bolded warning
(see WARNINGS ). GEODON is contraindicated in individuals with a known hypersensitivity to the product. WARNINGS —Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
be avoided in combination with other drugs that are known to prolong the QT; interval. Additionally, clinicians should be alert to the
identification of other drugs that have 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 comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec less than the prolongation observed forthioridazine. 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 istoo limited to rule out an increased risk. Astudy evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
frial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5 mg then 10 mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
recommended therapeutic dose. The mean change in QT, from baseline was calculated for each drug using a sample-based correction
that removes the effect of heart rate onthe QT interval. The mean increase in QT; from baseline for GEODON was 4.6 msec following
the firstinjection and 12.8 msec following the second injection. The mean increase in QT from baseline 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 for the drugs used as active controls and placebo.
Nevertheless, GEODON’s larger prolongation of QT; length compared to several other antipsychotic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
to be considered in deciding among alternative drug products. Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or 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). It is 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 arrhythmia. Hypokalemia may result from diuretic therapy, diarrhea, and other causes. Patients with low serum
potassium and/or magnesium should be repleted with those electrolytes before proceeding with treatment. Itis essential to periodically
monitor serum electrolytes in patients forwhom diuretic therapy is introduced during GEODON treatment. Persistently prolonged QT;
intervals may also increase the risk of further prolongation and arrhythmia, but it is not clear that routine screening ECG measures are
effective in detecting such patients. Rather, GEODON should be avoided in patients with histories of significant cardiovascular llness,
eg, QT prolongation, recent acute myocardial infarction, uncompensated heart failure, or cardiac arrhythmia. GEODON should be
discontinued in patients who are found to have persistent QT; measurements >500 msec. Neuroleptic Malignant Syndrome (NMS): A
potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration of antipsychotic drugs. The management of 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. 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 (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, it is 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 appear in 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 might also be explained by longer exposure in higher-dose patients. Several patients with rash had signs and symptoms of associated
systemic illness, .g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GEODON, and all patients were reported to recover completely. Upon appearance of rash for which an alternative etiology
cannot be identified, 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 o.4-
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to hypotension (dehydration, hypovolemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patients. There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be
used cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia.
Conditions that lower the seizure threshold may be more prevalentina population of 65 years or older. 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, 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 inhumans. Tissue culture experiments indicate that approximately one third of human breast cancers are prolactin dependent
invitro, afactor of potentialimportance if the prescription of these drugs is contemplated in a patient with previously detected breast cancer.
Neither clinical studies nor epidemiologic studies conducted to date have shown an association between chronic administration of this class
of drugs and tumorigenesis in humans; the available evidence is considered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnolence was acommonly reported adverse eventin GEODON patients. Inthe 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 until they are reasonably certain that GEODON therapy does not affect them adversely. Priapism: One case of priapism
was reported in the premarketing database. Body Temperature Regulation: Although not reported with GEODON in premarketing trials,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient management to reduce overdose risk.
Usein Patients with Concomitant lliness: Clinical experience with GEODON in patients with certain concomitant systemic illnesses is limited.
GEODON has not been evaluated or used to any appreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see QT Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Information for Patients: To ensure safe and effective use of GEODON, the

information and instructions inthe Patient Information Sectionshould be discussed with patients. Laboratory 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 potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT; measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary NS 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 AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cax of GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maalox did not affect GEODON pharmacokinetics. Population pharmacokinetic analysis
of schizophrenic patientsin controlled clinical trials has not revealed any clinically significant pharmacokinetic interactions with benztropine,
propranolol, or lorazepam. Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the
metabolism of drugs cleared primarily by CYP1A2, CYP2C9, CYP2C19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with 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 with in vitro results, a study 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 dextromethorphan/dextrorphan ratio. Carcinogenesis, 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 in a 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study atthe doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of S. fyphimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
time to copulation in Sprague-Dawiley rats in two fertility and early embryonic development studies at doses of 10 to 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 ifthe potential benefitjustifies the potential risk to the fetus. Laborand Delivery: The effect of GEODON on labor and delivery in humans
is unknown. Nursing Mothers: Itis not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was no indication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the initial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of two 3-week flexible-dose trials)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-treated
patients were akathisia, anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%) compared to one placebo patient each for 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 schizophrenia rials 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. Skin and Appendages—rash, fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body as a Whole—headache, asthenia, accidental injury. Cardiovascular—hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivation, tongue edema, dysphagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory— pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses—abnormal vision. Dose Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.
Exirapyramidal Symptoms (EPS): The incidence 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 schizophrenia trials, GEODON was associated with amean increase in heart rate of 1.4 beats per minute comparedtoa 0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole— Frequent: abdominal pain, flu
syndrome, fever, accidental fall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; 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; /nfrequent: rectal hemorrhage,
dysphagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamyl transpeptidase increased, hematemesis,
cholestatic jaundice, hepatitis, hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. Hemic and Lymphatic System— Infrequent: anemia, ecchymosis, leukocytosis, leukopenia, eosinophilia,
lymphadenopathy; Rare:thrombocytopenia, hypochromic anemia, lymphocytosis, monocytosis, basophilia, lymphedema, polycythemia,
thrombocythemia. Metabolic and Nutritional Disorders— Infrequent: thirst, transaminase increased, peripheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline phosphatase increased, hypercholesteremia, dehydration, lactic dehydrogenase increased,
albuminuria, hypokalemia; Rare: BUN increased, creatinine increased, hyperlipemia, hypocholesteremia, hyperkalemia, hypochloremia,
hypoglycemia, hyponatremia, hypoproteinemia, glucose tolerance decreased, gout, hyperchloremia, hyperuricemia, hypocalcemia,
hypoglycemic reaction, hypomagnesemia, ketosis, respiratory alkalosis. Musculoskeletal System — Frequent: myalgia;
Infrequent:tenosynovitis; Rare: myopathy. Nervous System — Frequent:agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis,
diplopia, incoordination, neuropathy; Infrequent: paralysis; Rare:myoclonus, nystagmus, torticollis, circumoral paresthesia, opisthotonos,
reflexes increased, trismus. Respiratory System— Frequent: dyspnea; Infrequent: pneumonia, epistaxis; Rare:hemoptysis, laryngismus.
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses —Frequent: fungal dermatitis; /nfrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visual field defect, keratitis, keratoconjunctivitis. Urogenital System — Infrequent:impotence, abnormal
gjaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage.
Adverse Finding Observed in Trials of Intramuscular GEODON: In these studies, the most commonly observed adverse events associated
with the use of intramuscular GEODON (=5%) 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.
Body asaWhole—headache, injection site pain, asthenia, abdominal pain, flu syndrome, back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—
furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON s notacontrolled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documented in 10 patients. All patients survived without sequelae. 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

Consistent results in head-to-head studies'

BPRS Core Items

421 42 40 42:

GEODON Olanzapine GEODON Risperidone
(n=70) (n=84) (n=87) (n=94)

Mean % improvement from baseline at end point

WITHOUT COMPROMISING
METABOLIC PARAMETERS

Significant results in switch studies'

Body Weight (b) Total Cholesterol (mg/dL)

Switched Switched Switched Switched
from . from from . from
olanzapine risperidone olanzapine risperidone

geonon B GEODON geoDoN R GEODON
228 -15 18" B -13°

*P<0.05
**P<0.001

A 6-week, double-blind, randomized study of GEODON vs olanzapine and
an 8-week, double-blind, randomized study of GEODON vs risperidone.

W BPRS core items include hallucinatory

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

W Patients switching to GEODON from

olanzapine and risperidone also experienced
reductions in triglycerides®

In the acute head-to-head studies...
™ In the GEODON vs olanzapine study, olanzapine

significantly increased body weight
(8 Ibvs 2 Ib for GEODON, P<0.0001)'?

™ |n the GEODON vs risperidone study,
risperidone increased body weight
(2 Ib vs O Ib for GEODON, P<0.01)*?

behavior, unusual thought content,
conceptional disorganization, and
suspiciousness

W Comparable efficacy was maintained
in double-blind extension studies
—up to 1 year vs risperidone’

—up to 6 months vs olanzapine*

GEODON

ziprasidone HC| 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 been associated with torsade de pointes, a
potentially fatal arrhythmia. In many cases this would lead to the conclusion that other drugs should be tried first.

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



