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Dual Eligibles Find Part D
Rollout Problem Plagued

Numerous states have undertaken emergency plans to continue
financing prescription coverage for beneficiaries who run into trouble
receiving medications under the Medicare prescription drug program.

any of the worst fears about the new
M Medicare Part D prescription drug

plan appear to have materialized, at
least in the first week of the program.

Throughout the country, the program
has endured a tidal wave of complaints in-
cluding reports that patients were being
charged inappropriate copayments, phar-
macies were unable to confirm eligibility
in the program, and drug plans were fail-
ing to have transition policies in effect for
the 6 million “dual eligibles” who ceased
having their prescription drugs paid for by
state Medicaid programs and began cov-
erage under the new Medicare program
on January 1.

So severe were the problems that at press
time about half the states and Washington,
D.C., had taken emergency action to con-
tinue prescription drug coverage under state
financing until problems with the new fed-
eral program could be fixed.

Psychiatrist Andrea Stone, M.D., told
Psychiatric News that problems with the tran-
sition have created near pandemonium at
the community mental health center where
she works in Westfield, Mass. She is med-
ical director at Carson Center for Human
Services.

“On Wednesday [January 4] I got my
first call about a patient who could not get
insulin supplies,” she said. “Then we had
an onslaught of patients going to the phar-
macy being told they couldn’t receive
medications or being told they could have
their meds but would have to pay $80 or
$90.

“Their copayments were much more
than they were supposed to be,” she con-
tinued. “A lot of our patients can’t pay that
kind of money.”

Stone also told Psychiatric News that
many patients were informed that they
needed prior authorizadon for medications,
even though prescription drug plans were
supposed to have transition plans for dual
eligibles to circumvent the need for prior
authorization. In other cases, patients were
informed that the pharmacy could not con-
firm their enrollment in a plan.

“So far it has been stress, confusion, and
pandemonium,” Stone said.

She said the problems have been partic-
ularly acute for patients being treated with
clozapine. Those patients are typically on
clozapine because they have not responded
to other medications, yet are being told they
cannot get their prescription without prior
authorization.

BY MARK MORAN

“I don’t think these [pharmacy benefit]
companies understand about severe and
persistent mental illness, and I don’t think
they understand the issues around [clozap-
ine],” she said. “They just don’t seem to un-
derstand that our patients are not in a po-
sition to do all this phone calling and
negotiation.”

"To ensure that patients continued re-

please see Part D on page 27

What’s Your Part D
Experience?

APA’s Office of Healthcare Systems
and Financing (OHSF) is monitoring
how Medicare’s new prescription drug
benefit, known as Medicare Part D, is
working for you and your patients.
OHSF wants to pinpoint problems as
soon as possible so they can be brought
quickly to the attention of the Centers
for Medicare and Medicaid Services
and remedies sought. Your experiences
are vital to letting OHSF know how
Part D is really working. Share your
comments by calling APA’s PartD Line
at (866) 882-6227 or sending them by
e-mail to partd@psych.org.

SAMHSA volunteer doctors and nurses pause for a moment in the infirmary aboard the cruise ship
Holiday. The ship served as a shelter for evacuees following Hurricane Katrina. Top row, from left:
Sharon Muelle, R.N., Catherine May, M.D., and Karen Weersing, R.N. Bottom row, from left: Fran

Hudson, R.N., and Lorna Mayo, M.D.

Post-Katrina Volunteers Learn
To Expect the Unexpected

Volunteer psychiatrists find that a flexible, informal approach to storm

evacuees works best.

olunteer psychiatrist Catherine May,
VM.D., flew into Gulfport, Miss., with

only a Mapquest printout to guide her
to the place where she would care for Hur-
ricane Katrina’s displaced victims. For Jeff
Stovall, M.D., two weeks in Louisiana
meant practicing psychiatry by walking
around. Leslie Gise, M.D., found that im-
provisation and flexibility were the keys to
getting medical work done.

All three were among 50 APA members
who answered a call to serve in the Gulf
Coast area in the four months following the
devastating hurricane and flood.

An initial request to APA members on
behalf of he U.S. Substance Abuse and
Mental Health Services Administration

(SAMHSA) produced 56 volunteers, 28 of

BY AARON LEVIN

whom were sent to the Gulf region under
the direction of SAMHSA contractor West-
over Consultants Inc. For its efforts in find-
ing the psychiatrists on such short notice,
APA received $112,000, which was placed
in an escrow account to reinvest in the or-
ganization’s disaster response efforts, said
Darrel Regier, M.D., M.P.H., executive di-
rector of the American Psychiatric Institute
for Research and Education and director of
APA’s Division of Research.

A second round of requests produced an
additional 37 volunteers, of whom 12 were
deployed to the region. Many of the total
number of volunteers were unable to serve
because they could not rearrange their
schedules on short notice, according to

please see Volunteers on page 31
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As a psychiatrist, Carolyn Spiro, M.D.,
found it difficult to face the fact her twin
was struggling daily with symptoms of
serious mental illness.
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Antidepressant prescriptions for people
who have had a heart attack increased
substantially from 1992 to 2003, but did so
for everyone else as well.
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Piecemeal Approach
A group that employers look to for advice
on health care benefits urges employers to

better integrate mental health care with
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9 ‘Be Prepared’ Should
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Psychiatric practices are more likely to
weather the effects of a disaster

if they have a detailed emergency
preparedness plan in place.
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For Practice Battles

Anticipating more attempts by nonphysicians
to expand their scope of practice, an
Oklahoma physician coalition gears up for
both offense and defense.

All You Need Is. ... 17
Enough Brain Chemicals?

A particular molecule in the brain—nerve
growth factor—appears to be implicated in

the altered mental state called “falling in
love.”

Protein Finding Could 1 8
Be Major Advance

New research pins down a crucial molecular
step in the development of depression, and

the discovery could lead to development of a
new class of antidepressants.
Practitioners Predict 2 1
Bright Future for CBT

Scientific and anecdotal evidence explains the

increasing popularity of cognitive-behavioral
therapy; however, it is not appropriate for

every patient.
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may signal a major advance in understanding

the molecular basis of fear.
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Supreme Court’s Changing Makeup
Worries Disability Advocates

The rights granted by the Americans With Disabilities Act face growing
threats, and disability rights advocates mince no words as they explain
their concerns about the newest members of the Supreme Court.

isablity rights advocates say
that the new members of the
Supreme Court will soon
have a decisive role in defin-
ing a range of rights for those
with mental illness and other disabilities.

The rights of disabled individuals have
been challenged in numerous circuit court
cases in recent years, and many of those are
expected to move on to the Supreme Court.
How new Chief Justice John Roberts and
Samuel A. Alito Jr., who at press time was
awaiting the Judiciary Committee’s vote on
his nomination, view disability rights under
Medicaid and the Americans With Disabili-
ties Act (ADA) will be decisive in determin-
ing which rights are kept and which are cut,
said advocates. They are not optimistic that
either justice will support the rights of those
with mental and physical disabilities.

Jennifer Mathis, senior staff attorney at
the Bazelon Center for Mental Health Law,
said there are areas in which Robertss pres-
ence on the court may make a significant
difference. She said the high court is likely
to take up the issue of private enforcement
of Medicaid provisions because several such
cases have been considered by lower courts
in recent years. At issue is whether Medic-
aid beneficiaries can get court enforcement
of benefit rights created by Congress or
“whether [Medicaid] is a meaningless en-
titlement,” she said.

Roberts has a record on private enforce-
ment of statutes, she said, through memos
he wrote while an attorney at the Depart-
ment of Justice and in cases he argued. “[He]
has been focused all along on limiting peo-
ple’s ability to seek enforcement of those
laws, including Medicaid,” Mathis said.

In an analysis of Roberts’s legal career,
the National Senior Citizens Law Center
highlighted a 2001 argument that he made
in Gonzaga University v. Doe to prevent en-
forcement of statutes like the Medicaid Act.
The Supreme Court agreed with Roberts’s
argument that individuals could not sue to
enforce their rights under the Family Ed-
ucational Rights and Privacy Act. The rul-
ing has been used in numerous cases to
thwart Medicaid recipients’ ability to en-
force their rights under the Medicaid Act.

"The position Roberts took on behalf of
his client was “consistent with positions he
has advocated [for himself or the govern-
ment] on other occasions going back to
1982.” The arguments raised the question
of whether Roberts’s advocacy of judicial
modesty and judicial restraint is a way of
signaling his disdain for the courts’ role in
enforcing federal laws that protect individ-

BY RICH DALY

uals, according to the center.

Roberts, in his confirmation hearing tes-
timony before the Senate Judiciary Com-
mittee, said rulings—such as in Gonzaga—
had put the onus on Congress to spell out
rights, instead of the courts’ deciding which
rights were implied by laws that did not ex-
plicitly create rights.

“This is not a good thing for the courts
to be doing—deciding whether a particular
right of action should be implied or not,”
Roberts said.

In trying to gauge Alito’s approach to
this issue, disability rights advocates cite his
opinion in Sabree v. Houston, in which he
questioned court rulings that allow indi-
viduals who have been denied services under
Medicaid to sue to enforce their rights. Alito
supported beneficiaries’ rights at the time
of the ruling, noting that there was “bind-
ing precedent” but expressed discomfort
with those rights.

Alito supported a decision of the circuit
court on which he sat that reversed a lower
court ruling barring court enforcement of
Medicaid beneficiaries’ rights. At issue was
whether the state had to provide certain
Medicaid services it had promised. In his
separate opinion Alito said that he was bound
by precedent, but that the Supreme Court
was likely to head in a different direction.

“He seems to think that the Supreme
Court is likely to go in the direction of the
trial court that found no one has any rights
under Medicaid,” Mathis said.

As with most disability-rights cases, it is
unclear how Justice Sandra Day O’Connor
would have ruled, but Mathis said that dire
situations in which great mental or physi-
cal harm was involved tended to sway her
in favor of the plaintiff’s argument.

In his testimony before the Judiciary Com-
mittee, Alito said his experiences helped shape
his decisions. “When I have a case involving
someone who’s been subjected to discrimi-
nation because of disability, I have to think of
people who I've known and admire very
greatly who’ve had disabilities, and I've
watched them struggle to overcome the bar-
riers that society puts up often just because it
doesn’t think of what it’s doing.”

One of the biggest questions for Alito’s
critics is how much he supports congres-
sional power. Alito’s record often questions
whether Congress had the power to pass
laws such as the ADA.

In one case, Alito dissented when the fed-
eral appeals court on which he was sitting
upheld Congress’s power to ban possession
of machine guns. He reasoned that if the

please see Supreme Court on page 30
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~from the presitent
New Task Force Will Address
Early Childhood Violence

nterpersonal violence,
I especially violence expe-

rienced by children, is
the largest single prevent-
able cause of mental illness.
What cigarette smoking is
to the rest of medicine,
early childhood violence is
to psychiatry. Writing in
the April 22, 2005, Science,
Frank Putnam and col-
leagues summarized the es-

timated prevalence of child-
hood sexual abuse and the
association between child-
hood sexual abuse and se-
rious mental and physical health problems,
including substance abuse, and criminality
in adulthood.

It is estimated that more than one-third
of the U.S. population may have suffered a
serious interpersonal trauma such as crime
victimization, physical or sexual abuse, or as-
sault. As much as 15 percent of the general
population may have suffered multiple trau-
matic violent events, frequently beginning
in early childhood. High-risk groups, such
as inner-city youth, have even higher rates
of trauma related to poverty, frequent vio-
lent crime, family dysfunction, and perva-
sive substance abuse.

Current estimates of posttraumatic stress
disorder (PTSD) in the United States make
itamong the most common psychiatric dis-
orders, but violence transcends PTSD. In
children and adolescents, interpersonal vi-
olence is the leading risk factor for psy-
chiatric hospitalization.

Interpersonal violence is also the major
risk factor for a host of other serious prob-
lems among youth, including running away,
conduct disorders, high-risk sexual behav-
iors, early pregnancy, suicidal behaviors,
depression, and substance abuse. Research
documents the biological effects of early
trauma on brain development, intelligence,
and neuroendocrine systems, which con-
tribute to the severe behavior problems in
childhood, as well as later in life.

Long-term health outcomes of childhood
abuse are also highly adverse. Writing in the
October 2003 General Internal Medicine,
Springer and colleagues demonstrate that a
variety of somatic symptoms is consistently
found to be higher in adults with a history
of physical abuse compared with those with-
out an abuse history; these somatic symp-
toms include back pain, nightmares, fatigue,
and other pain syndromes. The mental health
effects of abuse are also well established and
include a strong link to depression.

The lifetime prevalence of major de-
pression in women with a history of child-
hood abuse is about three to five times
greater than in women without such a his-
tory. In addition to depression, there is a
higher incidence of anxiety disorders and
personality disorders, especially borderline
personality disorder, associated with a his-
tory of childhood abuse. Compared with
other prevalent health problems, child mal-
treatment has been the focus of limited fed-
eral research funding. One recent positive
development is the creation of the National
Child Traumatic Stress Network, which is
looking at the impact of trauma in a feder-
ally funded network of 54 sites providing

BY STEVEN SHARFSTEIN, M.D.

community-based treat-
ment for children and
their families exposed to
a wide range of trauma.

I have decided to ap-
point a special compo-
nent—the Presidential
Task Force on the
Biopsychosocial Conse-
quences of Early Child-
hood Violence—
cochaired by former APA
President Paul J. Fink,
M.D., and Richard
Loewenstein, M.D. This
task force will bring to-
gether clinicians, researchers, public pol-
icy advocates, and others with relevant ex-
pertise to develop an integrative strategy
for the prevention and treatment of vio-
lence and trauma-related disorders. The
task force will review relevant research, epi-
demiology, demography, best practices, and
theoretical formulations regarding preven-
tion and interventions to decrease inter-
personal violence.

My hope is that the task force will de-
velop a series of action steps to inform clin-
ical care and treatment, future research,
parenting and family concerns, and com-
munity strategies. This task force will also
look at the need for better education of psy-
chiatrists and mental health professionals
with an emphasis on trauma and trauma-
related affective disorders as part of the rou-
tine history and differential diagnosis of
psychiatric patients.

I have asked the task force to maintain
a biopsychosocial approach throughout its
deliberations to provide and integrate un-
derstanding of the many factors that lead
to poor outcome, as well as to the relative
resilience in trauma survivors. The task
force will have two meetings in the com-
ing months, and I expect its report by the
May annual meeting in Toronto. B

Nominations Invited
For Disaster Psychiatry
Fellowship

District branches are invited to nominate
one member to receive APAs 2006 Dis-
aster Psychiatry Fellowship. The fellowship
consists of the reimbursement of the advance
registration course fee for the Committee
on Psychiatric Dimensions of Disasters’ an-
nual course, “Psychiatric Interventions in
Disasters and Public Health Emergencies:
Theory to Practice.” It will be held at APA’s
2006 annual meeting in Toronto on Sunday,
May 21, from 1 p.m. to 5 p.m.

Up to 10 nominations will be accepted
on a first-come, first-served basis, with one
nomination being accepted from each dis-
trict branch.

Nominations must be received no later
than March 15. They should be sent to Erin
Dalder-Alpher by mail to Disaster Psychia-
try Fellowship, Division of Research, APA,
1000 Wilson Boulevard, Suite 1825, Ar-
lington, VA 22209; by fax to (703) 907-1087;
or by e-mail to edalder@psych.org. B

WARNING: Do Not Take
Your Oral Board Exam

Without Reading These
FREE SPECIAL REPORTS

“Are you tired of waiting and worrying?”
“At Last a Cure for Oral Board Stress Disorder!”

“Dear Colleague,

Hi, I’'m Jack Krasuski. I'm the author and developer of the

Beat The Boards! Courses designed to help you ace your oral board
exams. I’m pleased to introduce you to the extensive resources listed
below that | believe are crucial to your Psychiatry Oral Board success.
They are all available for free download from our website

| www.blueti.com. Thanks and take care.

Jack Krasuski, MD, Executive Director, Blue Tower Institute LLC

FREE SPECIAL REPORTS!

“12 Mistakes That Will
Sink Your Psychiatry
Oral Boards and How
To Avoid Them”

This 66-page absolutely
free e-book discusses
the most common
problems that lead to
failing exams along with
detailed recommenda-
tions for correcting
them. “l can’t believe
this is available for free!
Thank you, thank you,
thank you.”

Special Report:
Procrastinator Proof
Oral Board
Preparation.

Tips on how to leverage
your learning and skill-
building when your time
is short. Adult Oral
Board Tips: Concise
recommendations for
taking control of the
Adult Oral Boards.

Special Report for
Psychiatry International
Medical Graduates:
Avoid These Oral
Board Mistakes!

A frank discussion of
the problems that
International Medical
Grads confront on the
Adult and Child Oral
Boards and ways to
overcome them.

News Story: The new ABPN Adult Part Il
Scoring System. See how it could impact you!

Also! Oral Board Tips: Concise recommendations
for taking control of the Psychiatry Oral Boards.

Download all manuscripts from www.blueti.com
or call toll-free 877-225-8384 (877-2BLUETI)

Detailed information available about the Beat The Boards! Courses
Mention VIP Code ND115 for Additional Mini-Book, “Excelling with Examiners”
Please share this indispensable information with friends.

Invitation

This is the year! Make the move to
Electronic Mental Health Records!

We have been marketing and refining ICANotes
for six years and our software is used in
hundreds of practices, programs, and facilities.

To find out what thoughtfully designed
clinical software can do for your practice,

program or facility we invite you to call,
866-847-3590

ICANotes
www.lcanotes.com
sales@icanotes.com
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"Twins Find Common Cause

After Illness Divides Them

Twin sisters put a new spin on mental health advocacy as they tour
the country to share a history affected by serious mental iliness but
also characterized by mutual love, respect, and unfaltering support.

sychiatrist Carolyn Spiro,

M.D., was sleeping in the on-

call room at Massachusetts

Mental Health Center in

Boston one night in 1981 when
an urgent call came from a nurse working
at the state psychiatric hospital in Con-
necticut.

It wasn’t one of Spiro’s patients who’d
been admitted, but her twin sister, Pamela
Wagner.

Like many twins, the two shared many
of the same attributes and life experiences:
dark eyes and slight builds, quick intellects,
undergraduate years at Brown University,
and even admission into medical school.

But after Spiro made her way to the hos-
pital, where her sister was frozen in a cata-
tonic stance with one arm extended into the
air, the similarities between them seemed
to fall away. “This can’t be my twin,” Spiro
remembered thinking at the time.

In a recent interview with Psychiatric

News, Spiro said that although she knew

BY EVE BENDER

her sister had emotional problems and en-
gaged in self-injurious behavior, she had
denied any possibility that Wagner had se-
rious mental illness. “Psychiatrists use the
same defense mechanisms that others do,”
she noted. “I defended against the realiza-
tion that a family member was actually suf-
fering from the same illness I treated on
the very wards where I learned how to be
a psychiatrist,” said Spiro.

The truth could no longer be avoided
when hospital staff told Spiro that her sis-
ter had schizophrenia.

Was She Psychiatrist or Sister?

Spiro said it was difficult to know how to
behave during the trip to the state hospi-
tal.

“I knew I was there to support Pammy
as my sister, but I didn’t know what to do
with the part of myself that had been on
call in a very similar hospital the night be-
fore and taking care of patients just like
her,” she said.

As twins growing up in New England, Carolyn (left) and Pamela Spiro had unremarkable
childhoods. Pamela began to experience the first symptoms of schizophrenia in early

adolescence.

Side Effects Must Be Addressed

Pamela Wagner knows a thing or two about medication side effects.

When she was first prescribed haloperidol to combat symptoms of schizophrenia, her
head felt like it was “full of cotton, my brain an emotionless blank. . . . At the same time,
every motor neuron in my body urges me to pace back and forth in my room,” she wrote in

the book Divided Minds.

Though one of the newer antipsychotic medications helped her immensely, she re-
ported, it caused her to gain 80 pounds, and she decided to stop taking it.

Wagner urged psychiatrists to take medication side effects seriously. Patients who com-
plain about debilitating side effects “are not lying, and they do not prefer the symptoms of
their illness over medication,” she said in an interview with Psychiatric News.

Psychiatrist Carolyn Spiro, M.D., said her patients have indirectly benefited from her

twin sister’s experiences.

“My patients know that I will listen to them and believe them when they tell me their
side effects are real,” she said. “They also know | will work with them to resolve the prob-

lem.”
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Courtesy of.Carolyn Spiro, M.D.

Carolyn Spiro, M.D. (left), and Pamela Spiro Wagner sign copies of the book they co-wrote,
Divided Minds, at the West Hartford, Conn., Town Hall in August of last year.

As it turned out, Wagner ended up hos-
pitalized because she had stopped taking
her antipsychotic medications; she required
multiple hospitalizations over the next two
decades.

“All those drugs made me feel horrible—
dull and dead—everything I didn’t want to
be if I was going to write poetry,” Wagner
told Psychiatric News. When she went off
her medications, she’d be in “seventh
heaven,” she recalled, “until the paranoia
and obsessions hit.”

Opver the years, Wagner wrote poetry and
award-winning articles pertaining to mental
health. In addition, she wrote a memoir about
her experiences with mental illness and treat-
ment, which would later be integrated into
Divided Minds, a book the sisters wrote to-
gether between 2000 and 2003.

St. Martin’s Press published the book
last year.

Twins’ Lives Diverge

The book tells the story from the alter-
nating perspectives of Wagner and Spiro
as they recount their lives and sometimes
profoundly different experiences of certain
events.

For instance, when the twins were in the
sixth grade and President Kennedy was as-
sassinated, Spiro felt shocked, as did many
of her peers. Wagner, however, became
crippled by terror and felt that she was to
blame for the tragedy. “I believed that I
killed Kennedy,” she said.

As the twins matured, their relationship
became characterized in part by rivalry as
they struggled to distinguish themselves
from one another.

“If Pammy did something first, I always
felt like she owned it,” Spiro said. “I was
doomed to be in the position of imitator.”
Spiro never blamed her sister for being in
front, she explained. “It was my fault that
wherever I looked, I saw her back.”

Though Wagner was plagued by in-
creasingly threatening auditory hallucina-
tions throughout high school, she excelled
academically and managed to keep the psy-
chosis a secret, even from her sister.

When the twins began attending Brown
University, Wagner became increasingly
isolated and spent a great deal of energy
trying to seek refuge from the voices and
nonsensical thoughts that flooded her mind.
She swallowed a bottle of sleeping pills in
her freshman year and was hospitalized.

Though both Wagner and Spiro at-
tended medical school, Wagner dropped
out in her second year.

Spiro explained that when her sister be-
came ill, “she left the door open for me,
and when I walked through, the horizon
was clear.” By this she meant that when
Wagner became incapacitated by mental
illness, Spiro was free of the rivalry that ex-
isted between them. “I began to try new
things because I no longer assumed that I
would fail,” she said.

Spreading Message of Hope

Spiro embarked upon a career in psy-
chiatry, which she believes is the “most fas-
cinating area of medicine,” but also admit-
ted that her sister’s illness gave her “an
excuse to be a psychiatrist.” She is now in
private practice in Wilton, Conn.

Opver the past several years, Wagner has
found a successful combination of medica-
tions and has been “coping and doing well,”
she said.

Wagner remarked that writing the book
has brought them closer together, and
though they were “perfectly attuned to one
another” toward the end of the writing
process, the going was sometimes rough.

“Pam was in and out of the hospital more
times than I can count,” Spiro said. “I was
carting notes and manuscripts back and
forth to a number of different hospitals
around the state.”

During this time, Spiro was having her
own difficulties. “I was going through a di-
vorce, but Pam was still able to be emo-
tionally supportive,” she noted.

Since the book’ release, Spiro and Wag-
ner have been traveling around the country
to share their experiences at book signings
and meetings of the National Alliance on
Mental Illness. “Our main message is that
mental illness should not be pushed into
the closet,” said Spiro. “We encourage peo-
ple to seek treatment and know that there
is hope for recovery.”

Spiro noted that their speaking engage-
ments have opened up new worlds for Wag-
ner.

Before the book tour, Wagner had never
spent a night in a hotel and had seldom
dined in restaurants. “Here is this incredi-
bly bright woman who reads everything and
knows a lot from books, but hasn’t experi-
enced a lot of things,” remarked Spiro.

Though public speaking can be a daunt-
ing task for anyone, Wagner said that it is
“absolutely worth it to stand in front of
crowds and speak if I can help people like
me hang onto hope for a better tomorrow—
to put one foot ahead of the other and keep
walking.” H
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CONCERTA® delivers results that matter

® CONCERTA® reduced ADHD symptoms, including symptoms of opposition and defiance
such as quarreling, temper outbursts, and uncooperativeness, in children with ADHD.'?

© CONCERTA® improved academic performance, classroom behavior, and peer interactions
in children with ADHD."

© CONCERTA® also reduced ADHD symptoms and conflict with parents in adolescents
with ADHD.?

e Well tolerated at all doses.*

The #1 prescribed product for ADHD in children and adolescents®

*The most common adverse events reported in children were headache,
upper respiratory tract infection, and abdominal pain; and in adolescents,
headache, accidental injury, and insomnia. Approved

CONCERTA® is indicated for the treatment of ADHD in children and
adolescents. CONCERTA® should not be taken by patients with: significant
anxiety, tension, or agitation; allergies to methylphenidate or other
ingredients in CONCERTA®; glaucoma; Tourette’s syndrome, tics, or family
history of Tourette’s syndrome; current/recent use of monoamine oxidase
inhibitors (MAOIs). Children under 6 years of age should not take
CONCERTA®. Abuse of methylphenidate may lead to dependence.

CONCERTA® should not be used to treat normal fatigue or severe
depression. Use with caution in patients with psychosis, history of
seizures/EEG abnormalities, and hypertension. CONCERTA® should not
be used in patients with pre-existing severe gastrointestinal narrowing or
known structural cardiac abnormalities. Methylphenidate may produce
difficulties with accommodation and blurring of vision. Hematologic
monitoring is advised during prolonged therapy.
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CONCERTA® @

(methylphenidate HCI) Extended-release Tablets
BRIEF SUMMARY: Please see full prescribing information.

DESCRIPTION

CONCERTA? is a central nervous system (CNS) stimulant. CONCERTA® is
available in four tablet strengths. Each extended-release tablet for once-a-day
oral administration contains 18, 27, 36, or 54 mg of methylphenidate HCl USP
and is designed to have a 12-hour duration of effect.

CONTRAINDICATIONS

Agitation: CONCERTA? is contraindicated in patients with marked anxiety,

tensmn and agitation, since the drug may aggravate these symptoms.

Hyp! itivity to CONCERTA® is contraindicated in

patients known to be hypersensmve to methylphenidate or other components

of the product.

Glaucoma: CONCERTA® is contraindicated in patients with glaucoma.

Tics: CONCERTA? is contraindicated in patients with motor tics or with a family

hlsiory or diagnosis of Tourette’s syndrome (see ADVERSE REACTIONS).
Oxidase Inhibitors: CONCERTA® is contraindicated during

treatment with monoamine oxidase (MAO) inhibitors, and also within a minimum

of 14 days following discontinuation of a MAO-inhibitor (hypertensive crises may

result) (see PRECAUTIONS, Drug Interactions).

WARNINGS

Depression: CONCERTA® should not be used to treat severe depression.
Fatigue: CONCERTA® should not be used for the prevention or treatment
of normal fatigue states.

Long-Term Suppression of Growth: Data are inadequate to determine
whether chronic use of stimulants in children, including amphetamine, may
cause suppression of growth. Therefore, growth should be monitored during
treatment, and patients who are not growing or gaining weight as expected
should have their treatment interrupted.

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

Seizures: There is some clinical evidence that methylphenidate may lower the
convulsive threshold in patients with prior history of seizures, in patients with
prior EEG abnormalities in absence of seizures, and, very rarely, in absence
of history of seizures and no prior EEG evidence of seizures. In the presence
of seizures, the drug should be discontinued.

Potential for Gastrointestinal Obstruction: Because the CONCERTA® tablet
is nondeformable and does not appreciably change in shape in the Gl tract,
CONCERTA® should not ordinarily be administered to patients with preexisting
severe gastrointestinal narrowing (pathologic or iatrogenic, for example:
esophageal motility disorders, small bowe! inflammatory disease, “short gut’
syndrome due to adhesions or decreased transit time, past history of
peritonitis, cystic fibrosis, chronic intestinal pseudoobstruction, or Meckel's
diverticulum). There have been rare reports of obstructive symptoms
in patients with known strictures in association with the ingestion of drugs in
nondeformable controlled-release formulations. Due to the controlled-release
design of the tablet, CONCERTA® should only be used in patients who are
able to swallow the tablet whole (see PRECAUTIONS: Information for Patients).
Sudden 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.
Hypertension and other Cardiovascular Conditions: Caution is indicated in
treating patients whose underlying medical conditions might be compromised by
increases in blood pressure or heart rate, eg, those with preexisting
hypertension, heart failure, recent myocardial infarction, or hyperthyroidism.
Blood pressure should be monitored at appropriate intervals in patients taking
CONCERTA?®, especially patients with hypertension. In the laboratory
classroom clinical trials in children (Studies 1 and 2), both CONCERTA® qd
and methylphenidate tid increased resting pulse by an average of 2-6 bpm and
produced average increases of systolic and diastolic blood pressure
of roughly 1-4 mm Hg during the day, relative to placebo. In the placebo-
controlled adolescent trial (Study 4), mean increases from baseline in resting
pulse rate were observed with CONCERTA® and placebo at the end of the
double-blind phase (5 and 3 beats/minute, respectively). Mean increases
from baseline in blood pressure at the end of the double-blind phase for
CONCERTA® and placebo-treated patients were 0.7 and 0.7 mm Hg (systolic)
and 2.6 and 1.4 mm Hg (diastolic), respectively.

Visual Disturbance: Symptoms of visual disturbances have been
encountered in rare cases. Difficulties with accommodation and blurring of
vision have been reported.

Use in Children Under Six Years of Age: CONCERTA® should not be used
in children under six years, since safety and efficacy in this age group have not
been established.

DRUG DEPENDENCE

CONCERTA? should be given cautiously to patients with a history of drug
dependence or alcoholism. Chronic abusive use can lead to marked
tolerance and psychological dependence with varying degrees of abnormal
behavior. Frank psychotic episodes can occur, especially with parenteral
abuse. Careful supervision is required during withdrawal from abusive use
since severe depression may occur. Withdrawal following chronic therapeutic
use may unmask symptoms of the underlying disorder that may require follow-up.

PRECAUTIONS

Hematologic Monitoring: Periodic CBC, differential, and platelet counts
are advised during prolonged therapy.

Information for Patients: Patients should be informed that CONCERTA®
should be swallowed whole with the aid of liquids. Tablets should not
be chewed, divided, or crushed. The medication is contained within a
nonabsorbable shell designed to release the drug at a controlled rate.
The tablet shell, along with insoluble core components, is eliminated from
the body; patients should not be concerned if they occasionally notice
in their stool something that looks like a tablet.

Drug Interactions: CONCERTA® should not be used in patients being
treated (currently or within the proceeding 2 weeks) with MAO inhibitors
(see CONTRAINDICATIONS, Monoamine Oxidase Inhibitors). Because of
possible increases in blood pressure, CONCERTA® should be used
cautiously with vasopressor agents. Human pharmacologic studies have
shown that methylphenidate may inhibit the metabolism of coumarin anticoag-
ulants, anticonvulsants (eg, phenobarbital, phenytoin, primidone), and some
antidepressants (tricyclics and selective serotonin reuptake inhibitors).
Downward dose adjustment of these drugs may be required when given
concomitantly with methylphenidate. It may be necessary to adjust the
dosage and monitor plasma drug concentrations (or, in the case of coumarin,
coagulation times), when initiating or discontinuing concomitant
methylphenidate. Serious adverse events have been reported in concomitant
use with clonidine, although no causality for the combination has been
established. The safety of using methylphenidate in combination with clonidine
or other centrally acting alpha-2 agonists has not been systematically evaluated.
Carcinogenesis, Mutagenesis, and Impairment of Fertility: In a lifetime
carcinogenicity study carried out in BEC3F1 mice, methylphenidate caused an

increase in hepatocellular adenomas and, in males only, an increase in hepa-
toblastomas at a daily dose of approximately 60 mg/kg/day. This dose is
approximately 30 times and 4 times the maximum recommended human dose
of CONCERTA® on a mg/kg and mg/m* basis, respectively. Hepatoblastoma is
a relatively rare rodent malignant tumor type. There was no increase in total
malignant hepatic tumors. The mouse strain used is sensitive to the develop-
ment of hepatic tumors, and the significance of these results to humans is
unknown. Methylphenidate did not cause any increases in tumors in a lifetime
carcinogenicity study carried out in F344 rats; the highest dose used was approx-
imately 45 mg/kg/day, which is approximately 22 times and 5 imes the maximum
recommended human dose of CONCERTA® on a mg/kg and mg/m?* basis,
respectively. In a 24-week carcinogenicity study in the transgenic mouse strain
p53+/-, which is sensitive to genotoxic carcinogens, there was no evidence
of carcinogenicity. Male and female mice were fed diets containing the same
concentration of methylphenidate as in the lifetime carcinogenicity study;
the high-dose groups were exposed to 60 to 74 mg/kg/day of methylphenidate.
Methylphenidate was not mutagenic in the in vitro Ames reverse mutation
assay or the in vitro mouse lymphoma cell forward mutation assay.
Sister chromatid exchanges and chromosome aberrations were increased,
indicative of a weak clastogenic response, in an in vitro assay in cultured
Chinese Hamster Ovary cells. Methylphenidate was negative in vivo in males
and females in the mouse bone marrow micronucleus assay. Methylphenidate
did not impair fertility in male or female mice that were fed diets containing the
drug in an 18-week Continuous Breeding study. The study was conducted at
doses up to 160 mgkg/day, approximately 80-fold and 8-fold the highest recom-
mended human dose of CONCERTA® on a mg/kg and mg/m? basis, respectively.
Terat ic Effects: F y Category C: Methylphenidate
has “been shown to have teratogenic effects il in rabbits when given in doses of
200 mg/kg/day, which is approximately 100 times and 40 times the maximum
recommended human dose on a mg/kg and mg/m? basis, respectively.
Areproduction study in rats revealed no evidence of harm to the fetus at oral
doses up to 30 mg/kg/day, approximately 15-fold and 3-fold the maximum
recommended human dose of CONCERTA® on a mg/kg and mg/m? basis,
respectively. The approximate plasma exposure to methylphenidate plus
its main metabolite PPA in pregnant rats was 2 times that seen in trials
in volunteers and patients with the maximum recommended dose of
CONCERTA?® based on the AUC. The safety of methylphenidate for use during
human pregnancy has not been established. There are no adequate and well-
controlled studies in pregnant women. CONCERTA® should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It is not known whether methylphenidate is excreted in
human milk. Because many drugs are excreted in human milk, caution should
be exercised if CONCERTA? is administered to a nursing woman.
Pediatric Use: The safety and efficacy of CONCERTA® in children under 6
years old have not been established. Long-term effects of methylphenidate in
children have not been well established (see WARNINGS)

ADVERSE REACTIONS
The development program for CONCERTA® included exposures in a total of
2121 participants in clinical trials (1797 patients, 324 healthy adult subjects).
These participants received CONCERTA® 18, 36, 54, and/or 72 mg/day.
Children, adolescents, and adults with ADHD were evaluated in four controlled
clinical studies, three open-label clinical studies and two clinical pharmacology
studies. 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 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 event
categories. 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. An
event was considered treatment emergent if it occurred for the first time or
worsened while receiving therapy following baseline evaluation.
Adverse Findings in Clinical Trials with CONCERTA®: Adverse Events
Associated with Discontinuation of Treatment: In the 4-week placebo-
controlled, parallel-group trial in children (Study 3) one CONCERTA®-treated
patient (0.9%; 1/106) and one placebo-treated patient (1.0%; 1/99) discontinued
due to an adverse event (sadness and increase in tics, respectively).
In the 2-week placebo-controlled phase of a trial in adolescents (Study 4),
no CONCERTA"-treated patients (0%; 0/87) and 1 placebo-treated patient
(1.1%; 1/90) discontinued due to an adverse event (increased mood irritability).
In the two open-label, long-term safety trials (Studies 5 and 6: one
24-month study in children aged 6 to 13 and one 9-month study in child,
adolescent and adult patients treated with CONCERTA®) 6.7% (101/1514)
of patients discontinued due to adverse events. These events with an
incidence of >0.5% included: insomnia (1.5%), twitching (1.0%), nervousness
(0.7%), emotional lability (0.7%), abdominal pain (0.7%), and anorexia (0.7%).
Treatment-Emergent Adverse Events Among CONCERTA®-Treated
Patients: Table 1 enumerates, for a 4-week placebo-controlled, parallel-group
trial (Study 3) in children with ADHD at CONCERTA® doses of 18, 36, or 54 mg/day,
the incidence of treatment-emergent adverse events. The table includes
only those events that occurred in 1% or more of patients treated with
CONCERTA® where the incidence in patients treated with CONCERTA® was
greater than the incidence in placebo-treated patients. 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
Incidence of Treatment-Emergent Events' in a 4-Week
Placebo-Controlled Clinical Trial of CONCERTA® in Children

Body System  Preferred Term CONCERTA®  Placebo
(n=106) (n=99)
General Headache 14 % 10 %
Abdominal pain
(stomachache) 7% 1%
Digestive Vomiting 4% 3%
Anorexia
(loss of appetite) 4% 0%
Nervous Dizziness 2% 0%
Insomnia 4% 1%
Respiratory  Upper Respiratory
Tract Infection 8% 5%
Cough Increased 4% 2%
Pharyngitis 4% 3%
Sinusitis 3% 0%

1: Events, regardless of causality, for which the incidence for patients
treated with CONCERTA® was at least 1% and greater than the
incidence among placebo-treated patients. Incidence has been rounded
to the nearest whole number.

Table 2 lists the incidence of treatment-emergent adverse events for a 2-
week placebo-controlled trial (Study 4) in adolescents with ADHD at
CONCERTA?® doses of 18, 36, 54 or 72 mg/day.

Table 2
Incidence of Treatment-Emergent Events' in a 2-Week
Placebo-Controlled Clinical Trial of CONCERTA®in Adolescents

Body System  Preferred Term CONCERTA®  Placebo
(n=87) (n=90)
General Accidental injury 6% 3%
Fever 3% 0%
Headache 9% 8%
Digestive Anorexia 2% 0%
Diarrhea 2% 0%
Vomiting 3% 0%
Nervous Insomnia 5% 0%
Respiratory  Pharyngitis 2% 1%
Rhinitis 3% 2%
Urogenital Dysmenorrhea 2% 0%

1: Events, regardless of causality, for which the incidence for patients treated
with CONCERTA® was at least 2% and greater than the incidence among
placebo-treated patients. Incidence has been rounded to the nearest
whole number.

Tics. In a long-term uncontrolled study (n=432 children), the cumulative
incidence of new onset of tics was 9% after 27 months of treatment with
CONCERTA®. In a second uncontrolled study (n=682 children) the cumulative
incidence of new onset tics was 1% (9/682 children). The treatment period
was up to 9 months with mean treatment duration of 7.2 months.
Post-Marketing Experience with CONCERTA®: Additional very rare undesirable
effects were reported during the marketing experience: difficulties in visual
accommodation, blurred vision, abnormal liver function tests (e.g., transami-
nase elevation), palpitations, arrhythmia, leucopenia, and thrombocytopenia.
Adverse Events with Other Methylphenidate HCI Products: Nervousness
and insomnia are the most common adverse reactions reported with other
methylphenidate products. Other reactions include hypersensitivity (including
skin rash, urticaria, fever, arthralgia, exfoliative dermatitis, erythema
multiforme with histopathological findings of necrotizing vasculitis, and throm-
bocytopenic purpura); anorexia; nausea; dizziness; headache; dyskinesia;
drowsiness; blood pressure and pulse changes, both up and down; tachycardia;
angina; abdominal pain; weight loss during prolonged therapy. There have
been rare reports of Tourette’s syndrome. Toxic psychosis has been reported.
Although a definite causal relationship has not been established, the following
have been reported in patients taking this drug: hepatic coma; isolated cases
of cerebral arteritis and/or occlusion; anemia; transient depressed mood;
a few instances of scalp hair loss. Very rare reports of neuroleptic malignant
syndrome (NMS) have been received, and, in most of these, patients were
concurrently receiving therapies associated with NMS. In a single report, a
ten-year-old boy who had been taking methylphenidate for approximately 18
months experienced an NMS-like event within 45 minutes of ingesting his first
dose of venlafaxine. It is uncertain whether this case represented a drug-drug
interaction, a response to either drug alone, or some other cause. In children,
loss of appetite, abdominal pain, weight loss during prolonged therapy,
insomnia, and tachycardia may occur more frequently; however, any of the
other adverse reactions listed above may also occur.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: CONCERTA?, like other methylphenidate
products, is classified as a Schedule Il controlled substance by federal regulation.
Abuse, Dependence, and Tolerance: See WARNINGS for boxed warning
containing drug abuse and dependence information.

OVERDOSAGE

Signs and Symptoms: Signs and symptoms of acute methylphenidate
overdosage, resulting principally from overstimulation of the CNS and from
excessive sympathomimetic effects, may include the following: vomiting,
agitation, tremors, hyperreflexia, muscle twitching, convulsions (may be fol-
lowed by coma), euphoria, confusion, hallucinations, delirium, sweating,
flushing, headache, hyperpyrexia, tachycardia, palpitations, cardiac
arrhythmias, hypertension, mydriasis, and dryness of mucous membranes.
Recommended Treatment: Treatment consists of appropriate supportive
measures. The patient must be protected against self-injury and against
external stimuli that would aggravate overstimulation already present. Gastric
contents may be evacuated by gastric lavage as indicated. Before performing
gastric lavage, control agitation and seizures if present and protect the airway.
Other measures to detoxify the gut include administration of activated charcoal
and a cathartic. Intensive care must be provided to maintain adequate
circulation and respiratory exchange; external cooling procedures may be
required for hyperpyrexia. Efficacy of peritoneal dialysis or extracorporeal
hemodialysis for CONCERTA® overdosage has not been established. The
prolonged release of methylphenidate from CONCERTA® should be considered
when treating patients with overdose.

Poison Control Center: As with the management of all overdosage, the
possibility of multiple drug ingestion should be considered. The physician may
wish to consider contacting a poison control center for up-to-date information
on the management of overdosage with methylphenidate.

Rx Only.
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New Study Puts Spotlight on
Post-MI Antidepressant Use

While a steady rise in the use of antidepressants among heart at-
tack victims should be an encouraging sign, it does not outpace
the use of antidepressants among non-MI patients.

eart attack victims in On-

tario were twice as likely to

be treated with antidepres-

sants in 2002 as they were

in 1993, but so was a group
of matched controls, a pattern reflecting gen-
eral population trends rather than an in-
creased concern about depression in cardiac
patients, according to a study of more than
137,000 elderly Ontario residents.

Moreover, although the use of selective
serotonin uptake inhibitors (SSRIs) in-
creased as a percentage of prescriptions, the
percentage of patients taking tricyclic anti-
depressants (T'CAs) remained the same.

“Despite the higher rates of SSRI pre-
scribing on a population basis, we don’t see
that evidence demonstrating a strong con-
nection between depression and reinfarcts
and deaths among MI patients is yet trans-
lating into clinical practice,” said lead author
Nili Benazon, Ph.D., of the Centre for Ad-
diction and Mental Health and the Sunny-
brook and Women’s Health Sciences Cen-
tre in Toronto, in an interview with
Psychiatric News.

Prior epidemiological research has found
a strong association between depression and
heart disease, but the issue of causality re-
mains unconfirmed by prospective studies
(Psychiatric News, August 5, 2005).

Benazon and her colleagues, Muhammad
Mamdani, Pharm.D., of Toronto’s Institute
of Clinical Evaluative Sciences, and James
Coyne, Ph.D., of the University of Penn-
sylvania Health System in Philadelphia, drew
on four databases for the study: provincial
prescription claims, health insurance, and a
population registry, as well as the Canadian
Institutes of Health Information’s hospital
discharge abstract database. The study was
published in the November-December 2005
Psychosomatic Medicine.

The researchers identified 68,870 pa-
tients who had had heart attacks and an
equal number of age- and sex-matched con-
trols. Antidepresssants in the study included
tricyclic and heterocyclic antidepressants,
monoamine oxidase inhibitors, and SSR1Is.

The percentage of heart attack patients
getting antidepressants edged upward con-
sistently over the study period, going from
7.8 percent (n=128 of 1,637 subjects) in 1993
to 15.7 percent (350/2,231) in 2002, and in
matched control patients who had not had
a heart attack, increasing from 6.4 percent
(105/1,637) to 12.2 percent (273/2,231).

The initial results of the study showed
that post-MI patients were more likely than
controls to be prescribed an antidepressant
(odds ratio=1.34). However, adjusting for
the number of prescriptions for any med-
ications paradoxically shifted that relation-
ship, so that those who had had heart at-
tacks were actually less likely to receive
antidepressants than matched controls (odds
ratio=0.81).

Why would having more prescriptions
reduce the chances of being prescribed an
antidepressant?

Drawing on previous research by others,
Benazon and colleagues suggested that the

BY AARON LEVIN

total number of prescriptions reflects med-
ical comorbidity or physician visits, and that
management of a chronic disease interferes
with treatment of unrelated conditions.

“It is therefore plausible that the likeli-
hood that an elderly post-MI patient will
receive a prescription for an antidepressant
increases with the number of medical vis-
its, but the competing demands of manag-
ing the cardiac condition decrease the like-
lihood that antidepressants will be prescribed
in a given visit,” they wrote. “Health care
following an MI might thus be character-
ized by more visits but less likelihood of a
prescription for an antidepressant in any
given visit, yielding the contrast between
higher unadjusted odds of receiving an an-
tidepressant and lower adjusted odds.”

In short, patients who had heart attacks
were prescribed more medications but rel-
atively fewer of those prescriptions were
for antidepressants.

The study results also reflected the in-
creasing availability and use of SSRIs. In
1993, 23 percent of all antidepressant pre-
scriptions for post-MI patients were for
SSRIs, rising to 62 percent in 2002. Pre-
scriptions for T'CAs fell over the same time,
from 83 percent to 36 percent. (A small num-
ber of patients received heterocyclic antide-
pressants or monoamine oxidase inhibitors.)

Despite this general reversal in per-
centage of prescriptions, there was no cor-
responding drop in the percentage of pa-
tients prescribed TCAs. Six percent of

post-MI patients and 5 percent of controls
got TCAs in 1993, figures that were un-
changed in 2002 and left the researchers
puzzled.

“That there has been no reduction in
the proportion of patients receiving T'CAs
over the last decade suggests that there is a
problem in continued prescription for de-
pression, and presumably at cardiotoxic
dosages, but we cannot establish the mag-
nitude of the problem,” the authors noted.

“The difficulty in unambiguously inter-
preting the T'CA data is that some represent
low dosage for pain and sleep,” added Be-
nazon. “Also, our first observations in this
dataset were from a decade earlier, when
there was less evidence about toxicity and
fewer alternatives to treat depression.”

“I would agree that SSRIs are safer, but
that information may not be well known to
physicians unless it’s publicized or included
in guidelines,” said David Sheps, M.D., ed-

patients receiving antidepressants for de-
pression had never experienced two consec-
utive weeks of mood disturbance.

The bulk of treatment with antidepres-
sants occurs in general medical rather than
specialty mental health care, and only 20
percent to 30 percent of patients receiving
treatment for depression in general med-
ical care obtain adequate care, she said.

“Questions of the specificity and ade-
quacy of treatment being provided for de-
pression are important in evaluating the pro-
gressive increase in the prescription of
antidepressants to post-MI patients and eld-
erly patients more generally, but answering
these questions requires going beyond the
data available in our integrated dataset.”

“Trends in the Prescribing of Antide-
pressants Following Acute Myocardial In-
Sarction, 1993-2002” is posted at <www.
psychosomaticmedicine.org/cgi/content/full/
67/6/916>. A

itor of Psychosomatic Med-
icine and a professor of
medicine and associate di-
rector of the division of
cardiovascular medicine at
the University of Florida.
“People have a hard time
changing their prescribing

Antidepressant Use Up for All

The proportion of both post-MI subjects and matched controls
receiving prescriptions for antidepressants doubled in a population-
based study of elderly Ontario residents from 1993 to 2002.
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Hepatitis, TB Rates Found ‘Alarming’
Among State Hospital Patients

In a state psychiatric hospital sample, patients were as much as 12
times as likely as the general population to test positive for hepatitis
C antibodies and four times as likely to test positive for tuberculosis.

atients with serious mental illness in
Pone state hospital sample had “alarm-

ingly” high rates of positive tuber-
culin tests, as well as hepatitis B, C, and
HIV serology tests, prompting researchers
to call for screening and vaccinating inpa-
tients with serious mental illness.

"To gather their data, researchers system-
atically reviewed data for the 655 patients
who were admitted to the Erich Lindemann
Mental Health Center in Boston between
January 1, 1997, and December 31, 1999.

That state psychiatric hospital admits
patients who are referred through the
court system for forensic evaluations or
are transferred from acute-care hospitals.

Upon admission, patients meet with an
infection-control nurse who discusses risk
factors for infectious diseases, coordinates
disease testing, delivers the results, and coun-
sels patients who test positive for certain in-
fections, according to a report of the study
in the December 2005 Psychiatric Services.

BY EVE BENDER

A minority of those admitted over the
three-year period were deemed too psy-
chiatrically impaired to be screened for in-
fectious diseases or left the hospital before
they could be screened.

Researchers measured the frequency of
positive tests for 535 patients who received
tuberculin tests, 62 who received HIV tests,
and 548 who were tested for hepatitis A, B,
and C.

When compared with the general popu-
lation, patients in the sample had four times
as many positive tuberculin tests (20.2 per-
cent of those tested screened positive).

In addition, 33.2 percent of patients
tested positive for hepatitis A, 24 percent
screened positive for hepatitis B, and 21.5
percent screened positive for hepatitis C.

“The number of positive tests for hep-
atitis B and C among patients screened were
five and 12 times as great as population es-
timates, respectively,” the authors wrote.

Patients in the hospital sample had nine

times the number of positive HIV tests as
those in the general population (almost 30
percent of those who were screened tested
positive).

The authors noted that a limitation of
the study was that patients were screened
for markers and antibodies of the diseases
rather than “active or acute disease; some
patients may have had illnesses in the past
or even immunization, which may result in
positive tests.” Patients who screened pos-
itive for infectious diseases were referred
to an internal medicine specialist who ex-
amined patients further to determine
whether they were actually experiencing
symptoms of the disease and treated them
accordingly.

However, the positive test results found
during the study period prompted hospital
administrators to take action; due to the high
number of positive hepatitis C tests, the men-
tal health center implemented routine
screening for hepatitis C antibodies among
all patients admitted since 2000. According
to the report, patients who screened posi-
tive for tuberculin skin tests were more likely
to be older or homeless. They were also
more likely to be immigrants.

Patients with positive hepatitis B tests
tended to be immigrants or have a history
of drug use.

Given the relatively high proportion of
positive tests for infectious diseases in the

please see Hepatitis, TB on page 27
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New Manual Aids Diagnosis
Of Sleep Disorders

The DSM-IV-TR sleep codes have been updated to be compatible with
new ICD-9-CM codes introduced as a result of the new sleep manual.

our patient reports he feels
discouraged by his failure to
find a job. He watches televi-
sion or goes out drinking in
the evening and rarely falls
asleep before 3 a.m. You determine he has
not only depression, but also inadequate sleep
hygiene and a delayed sleep phase disorder.

This patient should receive all three di-
agnoses, says Michael Sateia, M.D., a pro-
fessor of psychiatry and chief of sleep med-
icine at Dartmouth Medical School.

As this case suggests, multiple factors
often contribute to difficulty sleeping, noted
Sateia, who was editor of the recently pub-
lished second edition of the International
Classification of Sleep Disorders Diagnostic and
Coding Manual (ICSD-2), published in 2005
by the American Academy of Sleep Medi-
cine. The new edition replaces ICSD-1,
published in 1990 and revised in 1997.

Since sleep symptoms frequently ac-
company psychiatric illness, Sateia said, psy-
chiatrists should find ICSD-2 helpful in
making a comprehensive assessment.

“Psychiatrists traditionally have viewed
insomnia as a symptom of depression, but
insomnia often has a life of its own,” he said.
It may persist, even after mood improves.
It requires treatment beyond the standard

BY LYNNE LAMBERG

treatment for depression, particularly hyp-
notic medication and/or cognitive-behav-
ioral therapy.

“If not treated,” he added, “insomnia
may boost the likelihood of the depression’s
recurrence.”

Many sleep diagnoses outside the in-
somnia category also are highly relevant to
psychiatry, he pointed out. As many as 50
percent of people with chronic schizo-
phrenia have obstructive sleep apnea. Cir-
cadian rhythm sleep disorders have a high
association with mood disorders. Some an-
tidepressant medications trigger or increase
periodic leg movements in sleep.

ICSD-2 represents consensus opinion
from more than 100 sleep specialists world-
wide. Its descriptions and criteria for sleep
disorders, Sateia asserted, “are as rooted in
evidence as available knowledge allows.”

The 300-page manual covers more than
80 discrete disorders, organized in eight
categories. Unlike DSM-IV-TR, ICSD-2
does not use an axial system; it focuses only
on the diagnosis of sleep disorders.

“While ICSD-2 enables psychiatrists
who specialize in the treatment of sleep dis-
orders to make finer distinctions than is
possible in DSM-IV-TR, DSM-IV-TR’ sleep

disorders section continues to be useful for

the general psychiatrist,” according to
Michael First, M.D., cochair and editor of
DSM-IV-TR and a research psychiatrist with
the New York State Psychiatric Institute in
New York City.

“The diagnostic codes in DSM-IV-TR
were recently updated so as to be compati-
ble with new International Classification of Dis-
eases (ICD-9-CM) codes introduced as a re-
sult of ICSD-2,” First said. The codes are
posted at <www.aasmnet.org/PDF/Crosswalk
Card.pdf>.

Some disorders are grouped according to
a common complaint; these include in-
somnia, hypersomnia, parasomnia, and
sleep-related movement disorder. Others,
such as circadian rhythm sleep disorders,
are classified by presumed etiology. Still
others are classified according to the organ
system from which they arise.

Separate sections deal with disorders that
involve isolated symptoms, such as sleep
talking, and longer and shorter than nor-
mal sleep duration. Appendices review sleep
disorders associated with medical disorders,
such as sleep-related epilepsy or headaches,
along with psychiatric and behavioral dis-
orders frequently encountered in the dif-
ferential diagnosis of sleep disorders.

For each disorder, ICSD-2 includes al-
ternative names and describes essential and
associated features, demographics, predis-
posing and precipitating factors, and fa-
milial patterns. It reports onset, course, and
complications, as well as pathology and
pathophysiology, and includes polysomno-
graphic and other objective findings, diag-
nostic criteria, and subtypes.

Each section also addresses unresolved
issues, further directions, and differential
diagnosis, concluding with a concise bibli-

ography. Most pediatric presentations are
incorporated into the text for individual
sleep disorders; three presentations unique
to childhood are listed separately.

The new code for behavioral insomnia
of childhood—a disorder child psychia-
trists might encounter—has sparked con-
sternation among some pediatric sleep
specialists. This ICSD-2 disorder com-
bines two ICSD-1 disorders, sleep onset
association disorder and limit-setting sleep
disorder. Its coding was downgraded to a
“V” or “problem” code usually reserved
for lifestyle issues.

“A 'V code means insurance companies
are unlikely to reimburse for this diagnosis,”
said Judith Owens, M.D., an associate pro-
fessor of pediatrics at Brown Medical School.
“That may serve as a barrier to care for fam-
ilies of some children with this disorder.”

Tt also creates a pocketbook issue for prac-
titioners, said Owens, who estimates that
about 30 percent of the children in her pe-
diatric sleep clinic have behavioral insomnia.

This disorder typically presents in the
first or second year of life and probably in-
volves a dysfunction in the child’s ability to
consolidate and self-regulate sleep, Owens
explained, making it similar to psy-
chophysiological insomnia in adults. Treat-
ment involves teaching parents strategies
to modify the child’s behavior and improve
the home sleep environment.

While pediatric sleep practitioners are
campaigning to repeal this coding decision,
work already has begun on ICSD-3. John
Winkelman, M.D., Ph.D., an assistant pro-
fessor of psychiatry at Harvard Medical
School, chairs a task force on this issue.

Copies of 1CSD-2 may be purchased at
<www.aasmnet.org>. A
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For effective lithium treatment,

effectively delivered...

Start with or switch to

LITHOBID

Because lithium is a narrow therapeutic index drug, careful dose titration
and patient monitoring are required for its safe and effective use. To ensure
that your patients with bipolar disorder receive the LITHOBID brand that
you have prescribed, just write NO SUBSTITUTIONS (NS) or DISPENSE
AS WRITTEN (DAW), depending on the laws in your state.
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BCONOMICS

Employer Group Condemns
Fragmentation of MH Care

The NBGH recommends that mental health specialists certify employ-
ees for disability in the case of a mental health problem and that work-
ers be provided a treatment plan to reconnect them to the workplace.

ubstance abuse and other mental

disorders cost the nation’s em-

ployers as much as $17 billion a

year, according to a year-long

study by the National Business
Group on Health (NBGH).

Indirect costs associated with mental ill-
ness, including substance abuse, range be-
tween $79 billion and $105 billion a year,
the group says.

BY MARK MORAN

In an interview with Psychiatric News,
NBGH Vice President Ron Finch said the
study and its recommendations emphasize
the importance of integrating services and
programs across employee benefits, in-
cluding employee assistance programs
(EAPs), disability benefits, and health in-
surance coverage.

The NBGH, headquartered in Wash-
ington, D.C., represents 240 mostly large

employers and advocates for their perspec-
tive on health care issues.

Care Lacks Integration

Finch said that mental health carveouts
had cut costs as much as possible in the last
two decades, while also fragmenting the care
of workers with comorbid conditions.

“Opver the last several years the cost of
health care has been brought down and con-
tained as much as it can be,” he said. “I think
employers understand that they have to
focus on improving and maintaining the
overall health status of beneficiaries in their
plans.

“But one of our major findings is that
behavioral health, like general health, is
fragmented and lacks integration. It s fairly
rare to find employers that have well-inte-
grated employee assistance, disability health
care, and preventive health programs.
Those that do have lower disability costs

LITHOBID® (lithium carbonate)
Slow-Release Tablets 300mg

R only

BRIEF SUMMARY: Consult the full prescribing information for complete
product information.

WARNING
Lithium toxicity is closely related to serum lithium levels, and
can occur at doses close to therapeutic levels. Facilities for
promt and accurate serum lithium determination should be
available before initiating therapy.

INDICATIONS

Lithium is indicated in the treatment of manic episodes of manic-
depressive illness. Maintenance therapy prevents or diminishes the
intensity of subsequent episodes in those manic-depressive patients
with a history of mania.

Typical symptoms: of maniainclude pressure of speech, motor hyperactivity,
reduced need for sleep, flight of ideas, grandiosity, elation, poor judgment,
aggressiveness, and possibly hostility. When given to a patient experiencing
a manic episode, lithium may produce a normalization of symptomatology
within 1 o 3 weeks.

WARNINGS

Lithium should generally not be given to patients with significant renal
or cardiovascular disease, severe debilitation, dehydration, sodium
depletion, and to patients receiving diuretics, or angiotensin converting
enzyme (ACE) inhibitors, since the risk of lithium toxicity is very high
in such patients. If the psychiatric indication is life threatening, and
if such a patient fails to respond to other measures, lithium treatment
may be undertaken with extreme caution, including daily serum lithium
determinations and adjustment to the usually low doses ordinarily
tolerated by these individuals. In such instances, hospitalization is a
necessity.

Chronic lithium therapy may be associated with diminution of renal
concentrating ability, occasionally presenting as nephrogenic diabetes
insipidus, with polyuria and polydipsia. Such patients should be carefully
managed to avoid dehydration with resulting lithium retention and toxicity.
This condition is usually reversible when lithium is discontinued.
Morphologic changes with glomerular and interstitial fibrosis and nephron
atrophy have been reported in patients on chronic lithium therapy.
Morphologic changes have also been seen in manic-depressive patients
never exposed to lithium. The relationship between renal function and
morphologic changes and their association with lithium therapy have not
been established.

Kidney function should be assessed prior to and during lithium therapy.
Routine urinalysis and other tests may be used to evaluate tubular
function (e.g., urine specific gravity or osmolality following a period of
water deprivation, or 24-hour urine volume) and glomerular function
(e.g., serum creatinine or creatinine clearance). During lithium therapy,
progressive or sudden changes in renal function, even within the normal
range, indicate the need for re-evaluation of treatment.

An encephalopathic syndrome (characterized by weakness, lethargy,
fever, tremulousness and confusion, extrapyramidal symptoms,
leukocytosis, elevated serum enzymes, BUN and FBS) has occurred
in a few patients treated with lithium plus a neuroleptic, most notably
haloperidol. In some instances, the syndrome was followed by irreversible
brain damage. Because of possible causal relationship between these
events and the concomitant administration of lithium and neuroleptic
drugs, patients receiving such combined therapy or patients with organic
brain syndrome or other CNS impairment should be monitored closely for
early evidence of neurologic toxicity and treatment discontinued promptly
if such signs appear. This encephalopathic syndrome may be similar to or
the same as Neuroleptic Malignant Syndrome (NMS).

Lithium toxicity is closely related to serum lithium concentrations and can
occur at doses close to the therapeutic concentrations.

Outpatients and their families should be warned that the patient must
discontinue lithium therapy and contact his physician if such clinical signs
of lithium toxicity as diarrhea, vomiting, tremor, mild ataxia, drowsiness,
or muscular weakness occur.

Lithium may prolong the effects of neuromuscular blocking agents.
Therefore, neuromuscular blocking agents should be given with caution
to patients receiving lithium.

Usage in Pregnancy

Adverse effects on nidation in rats, embryo viability in mice, and
metabolism in vitro of rat testis and human spermatozoa have been
attributed to lithium, as have teratogenicity in submammalian species
and cleft palate in mice.

In humans, lithium may cause fetal harm when administered to a pregnant
woman. Data from lithium birth registries suggest an increase in cardiac
and other anomalies especially Ebstein's anomaly. If this drug is used
in women of childbearing potential, or during pregnancy, or if a patient
becomes pregnant while taking this drug, the patient should be apprised
by their physician of the potential hazard to the fetus.

Usage in Nursing Mothers

Lithium is excreted in human milk. Nursing should not be undertaken
during lithium therapy except in rare and unusual circumstances where,
in the view of the physician, the potential benefits to the mother outweigh
possible hazard to the infant or neonate. Signs and symptoms of lithium
toxicity such as hypertonia, hypothermia, cyanosis and ECG changes
have been reported in some infants and neonates.

Pediatric Use

Safety and effectiveness in pediatric patients under 12 years of age have
not been determined; its use in these patients is not recommended.
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There has been a report of transient syndrome of acute dystonia and
hyperreflexia occurring in a 15 kg pediatric patient who ingested 300 mg
of lithium carbonate.

PRECAUTIONS

The ability to tolerate lithium is greater during the acute manic phase and
decreases when manic symptoms subside.

The distribution space of lithium approximates that of total body water.
Lithium is primarily excreted in urine with insignificant excretion in feces.
Renal excretion of lithium is proportional to its plasma concentration.
The elimination half-life of lithium is approximately 24 hours. Lithium
decreases sodium reabsorption by the renal tubules which could lead
to sodium depletion. Therefore, it is essential for the patient to maintain
a normal diet, including salt, and an adequate fluid intake (2500-3500
mL) at least during the initial stabilization period. Decreased tolerance to
lithium has been reported to ensue from protracted sweating or diarrhea
and, if such occur, supplemental fluid and salt should be administered
under careful medical supervision and lithium intake reduced or
suspended until the condition is resolved.

In addition to sweating and diarrhea, concomitant infection with elevated
temperatures may also necessitate a temporary reduction or cessation
of medication.

Previously existing thyroid disorders do not necessarily constitute a
contraindication to lithium treatment. Where hypothyroidism preexists,
careful monitoring of thyroid function during lithium stabilization and
maintenance allows for correction of changing thyroid parameters and/
or adjustment of lithium doses, if any. If hypothyroidism occurs during
lithium stabilization and maintenance, supplemental thyroid treatment
may be used.

In general, the concomitant use of diuretics or angiotensin converting
enzyme (ACE) inhibitors with lithium carbonate should be avoided. In
those cases where concomitant use is necessary, extreme caution
is advised since sodium loss from these d rugs may reduce the renal
clearance of lithium resulting in increased serum lithium concentrations
with the risk of lithium toxicity. When such combinations are used, the
lithium dosage may need to be decreased, and more frequent monitoring
of lithium serum concentrations is recommended (see WARNINGS for
additional caution information).

Concomitant administration of carbamazepine and lithium may increase
the risk of neurotoxic side effects.

The following drugs can lower serum lithium concentrations by increasing
urinary lithium excretion: acetazolamide, urea, xanthine preparations
and alkalinizing agents such as sodium bicarbonate.

Concomitant extended use of iodide preparations, especially potassium
iodide, with lithium may produce hypothyroidism.

Concurrent use of calcium channel blocking agents with lithium may
increase the risk of neurotoxicity in the form of ataxia, tremors, nausea,
vomiting, diarrhea and/or tinnitus.

Concurrent use of metronidazole with lithium may provoke lithium toxicity
due to reduced renal clearance. Patients receiving such combined
therapy should be monitored closely.

Concurrent use of fluoxetine with lithium has resulted in bothincreased
and decreased serum lithium concentrations. Patients receiving such
combined therapy should be monitored closely.

Nonsteroidal anti-inflammatory drugs (NSAIDS): Lithium levels should
be closely monitored when patients initiate or discontinue NSAID use.
In some cases, lithium toxicity has resulted from interactions between
an NSAID and lithium. Indomethacin and piroxicam have been reported
to increasesignificantly steady-state plasma lithium concentrations.
There is also evidence that other nonsteroidal anti-inflammatory agents,
including the selective cyclooxygenase-2 (COX-2) inhibitors, have the
same effect. In a study conducted in healthy subjects, mean steady-state
lithium plasma levels increased approximately 17% in subjects receiving
lithium 450 mg BID with celecoxib 200 mg BID as compared to subjects
receiving lithium alone.

Lithium may impair mental and/or physical abilities. Patients should be
cautioned about activities requiring alertness (e.g., operating vehicles
or machinery).

Usage in Pregnancy

Pregnancy Category D. (see WARNINGS)

Usage in Nursing Mothers

Because of the potential for serious adverse reactions in nursing infants
and neonates from lithium, 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 (see WARNINGS).

Pediatric Use

Safety and effectiveness in pediatric patients below the age of 12 have not
been established (see WARNINGS).

Geriatric Use

Clinical studies of LITHOBID® Tablets did not include sufficient numbers
of subjects aged 65 and over to determine whether they respond
differently from younger subjects. Other reported clinical experience has
not identified differences in responses between the elderly and younger
patients. In general, dose selection for an elderly patient should be
cautious, usually starting at the low end of the dosing range, reflecting
the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other therapy.

This drug is known to be substantially excreted by the kidney, and
the risk of toxic reactions to this drug may be greater in patients with
impaired renal function. Because elderly patients are more likely to have
decreased renal function, care should be taken in dose selection, and it
may be useful to monitor renal function.

ADVERSE REACTIONS

The occurrence and severity of adverse reactions are generally directly
related to serum lithium concentrations and to individual patient
sensitivity to lithium. They generally occur more frequently and with
greater severity at higher concentrations.

Adverse reactions may be encountered at serum lithium concentrations

below 1.5 mEq/L. Mild to moderate adverse reactions may occur at
concentrations from 1.5-2.5 mEq/L, and moderate to severe reactions
may be seen at concentrations from 2.0 mEq/L and above.

Fine hand tremor, polyuria and mild thirst may occur during initial
therapy for the acute manic phase and may persist throughout treatment.
Transient and mild nausea and general discomfort may also appear
during the first few days of lithium administration.

These side effects usually subside with continued treatment or with a
temporary reduction or cessation of dosage. If persistent, a cessation
of lithium therapy may be required. Diarrhea, vomiting, drowsiness,
muscular weakness and lack of coordination may be early signs of lithium
intoxication, and can occur at lithium concentrations below 2.0 mEq/L. At
higher concentrations, giddiness, ataxia, blurred vision, tinnitus and a
large output of dilute urine may be seen. Serum lithium concentrations
above 3.0 mEq/L may produce a complex clinical picture involving
multiple organs and organ systems. Serum lithium concentrations should
not be permitted to exceed 2.0 mEq/L during the acute treatment phase.
The following reactions have been reported and appear to be related
to serum lithium concentrations, including concentrations within the
therapeutic range:

Central Nervous System: tremor, muscle hyperirritability
(fasciculations, twitching, clonic movements of whole limbs), hypertonicity,
ataxia, choreoathetotic movements, hyperactive deep tendon reflex,
extrapyramidal symptoms including acute dystonia, cogwheel rigidity,
blackout spells, epileptiform seizures, slurred speech, dizziness, vertigo,
downbeat nystagmus, incontinence of urine or feces, somnolence,
psychomotor retardation, restlessness, confusion, stupor, coma, tongue
movements, tics, tinnitus, hallucinations, poor memory, slowed intellectual
functioning, startled response, worsening of organic brain syndromes.
Cases of Pseudotumor Cerebri (increased intracranial pressure and
papilledema) have been reported with lithium use. If undetected, this
condition may result in enlargement of the blind spot, constriction of visual
fields and eventual blindness due to optic atrophy. Lithium should be
discontinued, if clinically possible, if this syndrome occurs.
Cardiovascular: cardiac arrhythmia, hypotension, peripheral circulatory
collapse, bradycardia, sinus node dysfunction with severe bradycardia
(which may result in syncope); Gastrointestinal: anorexia, nausea,
vomiting, diarrhea, gastritis, salivary gland swelling, abdominal pain,
excessive salivation, flatulence, indigestion; Genitourinary: glycosuria,
decreased creatinine clearance, albuminuria, oliguria, and symptoms of
nephrogenic diabetes insipidus including polyuria, thirst and polydipsia;
Dermatologic: drying and thinning of hair, alopecia, anesthesia of skin,
acne, chronic folliculitis, xerosis cutis, psoriasis or its exacerbation,
generalized pruritus with or without rash, cutaneous ulcers, angioedema;
Autonomic Nervous System: blurred vision, dry mouth, impotence/
sexual dysfunction; Thyroid Abnormalities: euthyroid goiter and/or
hypothyroidism (including myxedema) accompanied by lower T3 and
T4. 131lodine uptake may be elevated. Paradoxically, rare cases of
hyperthyroidism have been reported. EEG Changes: diffuse slowing,
widening of frequency spectrum, potentiation and disorganization of
background rhythm.

EKG Changes:reversibleflattening, isoelectricity orinversion of T-waves.
Miscellaneous: Fatigue, lethargy, transient scotomata, exophthalmos,
dehydration, weight loss, leucocytosis, headache, transient-hyperglyce
mia,hypercalcemia, hyper-parathyroidism, albuminuria, excessive weight
gain, edematous swelling of ankles or wrists, metallic taste, dysgeusia/
taste distortion, salty taste, thirst, swollen lips, tightness in chest, swollen
and/or painful joints, fever, polyarthralgia, and dental caries.

Some reports of nephrogenic diabetes insipidus, hyperparathyroidism
and hypo-thyroidism which persist after lithium discontinuation have
been received.

A few reports have been received of the development of painful
discoloration of fingers and toes and coldness of the extremities within
one day of starting lithium treatment. The mechanism through which
these symptoms (resembling Raynaud’s Syndrome) developed is not
known. Recovery followed discontinuance.

OVERDOSAGE

The toxic concentrations for lithium (1.5 mEq/L) are close to the
therapeutic concentrations (0.6-1.2 mEq/L). It is therefore important that
patients and their families be cautioned to watch for early toxic symptoms
and to discontinue the drug and inform the physician should they occur.
(Toxic symptoms are listed in detail under ADVERSE REACTIONS).
Treatment: No specific antidote for lithium poisoning is known. Treatment
is supportive. Early symptoms of lithium toxicity can usually be treated
by reduction or cessation of dosage of the drug and resumption of the
treatment at a lower dose after 24 to 48 hours. In severe cases of lithium
poisoning, the first and foremost goal of treatment consists of elimination
of this ion from the patient.

Treatment is essentially the same as that used in barbiturate poisoning:
1) gastric lavage, 2) correction of fluid and electrolyte imbalance and,
3) regulation of kidney functioning. Urea, mannitol, and aminophylline
all produce significant increases in lithium excretion. Hemodialysis is an
effective and rapid means of removing the ion from the severely toxic
patient. However, patient recovery may be slow.

Infection prophylaxis, regular chest X-rays, and preservation of adequate
respiration are essential.

LITHOBID

(Lithium Carbonate, USP)

NDC 68968-4492-1 (Bottle of 100)
Manufactured By: Solvay Pharmaceuticals, Inc., Marietta, GA 30062
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and less use in general of their health care
plans. They also have better outcomes with
those chronic conditions where there is co-
morbid depression.”

Funded by the Center for Mental Health
Services of the Substance Abuse and Men-
tal Health Services Administration, the
NBGH study was conducted by the Na-
tional Committee on Employer-Sponsored
Behavioral Health Services.

The NBGH formed that committee to
review the state of employer-sponsored be-
havioral health services and develop rec-
ommendations to improve the design, qual-
ity, structure, and integration of programs
and services. The committee also reviewed
the recommendations of the President’s
New Freedom Commission on Mental
Health to determine how they might apply
to employer-sponsored mental health ben-
efits and programs.

The committee consisted of 25 experts
including academic researchers, disability-
management professionals, EAP profession-
als, health care benefit specialists, represen-
tatives from managed care and mental health
carveout companies, and medical directors
and benefit managers from member NBGH
companies.

APA President Steven Sharfstein, M.D.,
said the group’s findings, and the promi-
nence of NBGH as a leader in promoting
innovative health care strategies in the
workplace, underscore the widening recog-
nition of the value of mental health and
substance abuse treatment by the nation’s
employers.

“The National Business Group on
Health has taken the lead in promoting ac-
cess to behavioral health care as an essen-
tial component of good business practice,”
he told Psychiatric News. “There is increased
recognition that treatment works, and
workplace interventions combined with
good insurance coverage pay for themselves
many times over.”

Chronic Conditions Require Collaboration

Finch said that the NBGH findings
stress the value of collaboration between
primary care and mental health specialists
and of treatment by specialists where ap-
propriate.

“Currently, the primary care and gen-
eral medical system has become the default
mental health system, with about 70 per-
cent of mental health cases being seen in
primary care, with the main mode of treat-
ment being antidepressants or other psy-
chotropic medications without concurrent
psychotherapy,” he noted.

Benefit designs that favor treatment in
the primary care setting are driving the phe-
nomenon, he said. “Deductibles are much
lower for primary care, and that is driving
utilization to the primary care setting. But
we are concerned that clinical effectiveness
is much lower than when patients are being
seen by behavioral health specialists,” Finch
said.

He pointed out that this study under-
scores the need for collaboration between
general medicine and mental health spe-
cialists in the care of patients with chronic
conditions—such as diabetes and heart dis-
ease—in which there is significant comor-
bid mental illness.

“Without access to indicated treatments
[in mental health care insurance coverage],
patient compliance with disease management
is undone,” he said. “This is costing em-
ployers dollars in terms of clinical outcome.”

Finch also highlighted the organization’s
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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 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.

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,

Please see brief summary of Prescribing Information on adjacent page.

Wyeth® © 2005 wyeth Pharmaceuticals Inc, Philadelphia, PA 19101

116963-01

December 2005




BregK the CYCl€

with EFFEXOK /(/?

Now Indicated for

 Paric disorcer

—

e

e

54%-70% of patients treated with EFFEXOR XR were panic-free* at 12 weeks "
Proven long-term (6-month) relapse* prevention in panic disorder '

or at the time of increases or decreases in dose. Anxiety,
agitation, panic attacks, insomnia, irritability, hostility,
impulsivity, akathisia, hypomania, and mania have been
reported and may represent precursors to emerging suicidality.
Stopping or modifying therapy should be considered especially
when symptoms are severe, abrupt in onset, or not part of
presenting symptoms.

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

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

The most common adverse events reported in EFFEXOR XR short-
term placebo-controlled MDD, generalized anxiety disorder
(GAD), social anxiety disorder (SAD), and/or panic disorder (PD)
trials (incidence >10% and >2x that of placebo) were anorexia,
asthenia, constipation, dizziness, dry mouth, ejaculation
problems, impotence, insomnia, nausea, nervousness,
somnolence, and sweating.

*Panic-free was defined as free from full-symptom panic attacks (ie, panic
attacks with 4 or more DSM-/V/® symptoms).

T Two double-blind, 12-week, placebo-controlled studies in adult patients
diagnosed with panic disorder. Patients received fixed doses of 75 (n=158)
or 150 (n=159) mg/day in one study and 75 (n=156) or 225 (n=160)
mg/day in the other.

F Relapse was defined as having 2 or more full-symptom panic attacks per
week for 2 consecutive weeks.

§ The cumulative probability of remaining relapse-free at 6 months was 76%
with EFFEXOR XR.

Reference: 1. Data on file, Wyeth Pharmaceuticals Inc.
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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
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this risk with the clinical need. Patients who are started on therapy

should be observed closely for clinical wnrsenlng suicidality, or
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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

with Major ive 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.

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
illness being treated with antidepressants should be observed
similarly for clinical worsening and suicidality, especially during the
initial few months of a cnurse of drug therapy, or at times of dose

either il Anxiety, agitation, panic
attacks, insomnia, |rr|tab|I|ty, hostlhty, aggressiveness, impulsivity,
isia (psychomotor r 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 iatric and iatric, should be alerted about the
need to monitor patlents for the emergence of agitation, irritability,
in 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 |n treating blpolar
depression. Potential for ion with MAOIs:
some serious, have been reported in patients who recently
discontinued an MAOI and started on venlafaxine, or who recently
dlscontlnued venlafaxine prior to initiation of an MAOI. These
ti luded tremor, my diaphoresis, nausea,
vommng flushing, dizziness, hyperthermla with features resembling
neuroleptic malignant syndrome, seizures, and death. Effexor XR
should not be used in combination with an MAOI, or within at least
14 days of discontinuing treatment with an MAOI. At least 7 days
should be allowed after stopping venlafaxine before starting an
MAOI. Sustained Hypertension—Venlafaxine is associated with
sustained increases in blood pressure (BP) in some patients.
Postmarketing cases of elevated BP requiring immediate treatment have
been reported. Pre-existing hypertension should be controlled. Regular
monitoring of BP is recommended. For patients experiencing sustained
increase in BP, consider either dose reduction or discontinuation.
PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR.
Abrupt discontinuation or dose reduction of venlafaxine at various doses
is associated with new symptoms, the frequency of which increased with
increased dose level and longer duration of treatment. Symptoms include
agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea,
dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation,
fatigue, headaches, hypomania, insomnia, irritability, lethargy, nausea,
nervousness, nightmares, seizures, sensory disturbances (e.g.,
paresthesias such as electric shock sensations), somnolence, sweating,
tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than
abrupt cessation is recommended. If intolerable symptoms occur
following a decrease in the dose or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequently, continue
decreasing the dose at a more gradual rate. Insomnia and Nervousness:
Treatment-emergent insomnia and nervousness have been reported. In
Phase 3 ftrials, 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 ftrials, 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 ftrials. Consider
measurement of serum cholesterol levels during long-term treatment.
Use in Patients With Concomitant lliness: Use Effexor XR cautiously in
patients with diseases or conditions that could affect hemodynamic
responses or metabolism. Venlafaxine has not been evaluated in patients
with recent history of Ml or unstable heart disease. Increases in QT
interval (QTc) have been reported in clinical studies. Exercise caution in
patients whose underlying medical conditions might be compromised by
increases in heart rate. In patients with renal impairment or cirrhosis of
the liver, the clearances of venlafaxine and its active metabolites were
decreased, prolonging the elimination half-lives. A lower dose may be
necessary; use with caution in such patients. Information for Patients—
Prescribers or other health professionals should inform patients, their
families, and their caregivers about the benefits and risks associated with
treatment with Effexor XR and should counsel them in its appropriate use.
A patient Medication Guide About Using Antidepressants in Children and
Teenagers is available for Effexor XR. The prescriber or health professional
should instruct patients, their families, and their caregivers to read the
Medication Guide and should assist them in understanding its contents.
Patients should be given the opportunity to discuss the contents of the
Medication Guide and to obtain answers to any questions they may | have.
The complete text of the M 1 Guide is at
www.effexorxr.com or in the approved prescribing information. Patients
should be advised of the following issues and asked to alert their

in offspring. However, in rats given 2.5 times the MRHD, there was a
decrease in pup weight, an increase in stillborn pups, and an increase in
pup deaths during the first 5 days of lactation when dosing began during
pregnancy and continued until weaning. There are no adequate and well-
controlled studies in pregnant women; use Effexor XR during pregnancy
only if clearly needed. Nonteratogenic Effects. Neonates exposed to
Effexor XR late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include
respiratory distress, cyanosis, apnea, seizures, temperature instability,
feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia,
hyperreflexia, tremor, jitteriness, irritability, and constant crying. This is
consistent with a direct toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome. When
treating a pregnant woman with Effexor XR during the third trimester,
carefully consider the potential risks and benefits of treatment and
consider tapering Effexor XR in the third trimester. Labor, Delivery,
Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and 0DV have been reported to be excreted in human milk.
Because of the potential for serious adverse reactions in nursing infants
from Effexor XR, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of
the drug to the mother. Pediatric Use—Safety and effectiveness in the
pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have
adequately assessed the impact of Effexor XR on growth, development,
and maturation of children and adolescents. Studies suggest Effexor XR
may adversely affect weight and height (see PRECAUTIONS-General,
Changes in Height and Changes in Weight). Should the decision be made
to treat a pediatric patient with Effexor XR, regular monitoring of weight
and height is recommended during treatment, particularly if long term.
The safety of Effexor XR for pediatric patients has not been assessed for
chronic treatment >6 months. In studies in patients aged 6-17, blood
pressure and cholesterol increases considered to be clinically relevant
were similar to that observed in adult patients. The precautions for adults
apply to pediatric patients. Geriatric Use—No overall differences in
effectiveness or safety were observed between geriatric and younger
patients. Greater sensitivity of some older individuals cannot be ruled out.
Hyponatremia and SIADH have been reported, usually in the elderly.
ADVERSE REACTIONS: Associated with Discontinuation of Treatment—
The most common events leading to discontinuation in MDD, GAD, SAD,
and PD trials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia,
tremor, abnormal (mostly blurred) vision, abnormal (mostly 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 frials. (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

prescriber if these occur while taking Effexor XR. Clinical W ing and
Suicide Risk: Patients, their families, and their caregivers should be
encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those
seen early during antidepressant treatment and when the dose is adjusted
up or down. Families and caregivers of patients should be advised to
observe for the emergence of such symptoms on a day-to-day basis,
since changes may be abrupt. Such symptoms should be reported to the
patient’s prescriber or health professional, especially if they are severe,
abrupt in onset, or were not part of the patient’s presenting symptoms.
Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close
monitoring and possibly changes in the medication. Caution patients
about operating hazardous machinery, including automobiles, until they
are reasonably sure that venlafaxine does not adversely affect their
abilities. Tell patients to avoid alcohol while taking Effexor XR and to notify
their physician 1) if they become pregnant or intend to become pregnant
during therapy, or if they are nursing; 2) about other prescription or over-
the-counter drugs, including herbal preparations, they are taking or plan
to take; 3) if they develop a rash, hives, or related allergic phenomena.
Laboratory Tests—No specific laboratory tests are recommended. Drug
Interactions— Alcohol: A single dose of ethanol had no effect on the
pharmacokinetics (PK) of venlafaxine or 0-desmethylvenlafaxine (ODV),
and venlafaxine did not exaggerate the psychomotor and psychometric
effects induced by ethanol. Cimetidine: Use caution when administering
venlafaxine with cimetidine to patients with pre-existing hypertension or
hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine did not have any effect on the PK of diazepam or its active
metabolite, desmethyldiazepam, or affect the psychomotor and
psychometric effects induced by diazepam. Haloperidol: Venlafaxine
decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Crax 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: \lenlafaxine is not highly bound to plasma proteins;
coadministration of Effexor XR with a highly protein-bound drug should
not cause increased free concentratlons of the other drug. Drugs That
Inhibit Cy : CYP2D6 Inhibitors: Venlafaxine is
metabolized o 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 S|multaneous |nh|bmon of
these two enzyme systems. Drugs Me li 450

the P 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,
incoordinatlon manic reaction, myoclonus, neuralgia, neuropathy,

Isoenzymes: Venlafaxine 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-OH-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 Cnax. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine
75 mg by mouth every 12 hours did not alter the PK of a single 550-mg
dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of
diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active
Drugs: Use caution with concomitant use of venlafaxine and other CNS-
active drugs. 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 beneflt of ECT
combined with Effexor XR treatment. Carci
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

is, seizure, abnormal speech stupor, suicidal ideation; Rare:
abnormal/changed behawor 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.

Wyeth®
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Preparing for Disasters
Can Minimize Disruption

Medical practices do not have immunity from the effects of a disaster,
whether natural or manmade, but having an emergency response plan
in place can minimize disruption and damage.

ow do you prepare your

practice to be ready to re-

spond in the event of a dis-

aster—from something

small scale like a computer
crash to the kind of destruction associated
with hurricanes Katrina and Rita? A
prompt, effective, and confident response to
an emergency or emergent situation can
mean the difference between considerable
damages or minimal damages.

Psychiatrists and other health care pro-
fessionals are accustomed to planning for
and responding to medical emergencies in
acute-care settings. Once in an office set-
ting, however, many professionals fail to
recognize the need for emergency plan-
ning. But injuries and damages resulting
from disasters in an office setting can be
just as devastating as those arising in a hos-
pital, and advance planning, staff training,
and periodic reviews can assure an effective
response in even the most modest of prac-
tice settings.

The goals of an emergency plan are to
minimize the probability of injury or loss
related to patients, visitors, or employees;
prevent or decrease risk of property loss
(equipment, patient and business records,
and so on), and expedite recovery from the
disaster.

For most psychiatric office settings,
emergency plans do not have to be lengthy,
and the planning and preparation should
not be time consuming. The following sug-
gestions may assist you with planning, con-
structing, and implementing an emergency
plan:

1. Begin by identifying and analyzing
potential emergency risks.

¢ Think about the activities in your office
and the individuals and groups involved in
those activities. Some examples are patients
and families, professional staff, administra-
tive staff, visitors, individual or group ther-
apy, acupuncture, and lab work.

¢ Consider specific types of emergencies
that might occur, for example, medical
emergencies, psychiatric emergencies, fire,
bomb threats, hazmat exposure, flood,
weather-related emergencies, and power
outages.

* Consider other factors that might con-
tribute to an emergency and your ability to
respond. Among these are special needs and
requirements for the safety of staff and pa-
tients with disabilities.

2. Weigh possible effective responses to
the potential emergency situations iden-
tified and decide which responses are
best for your practice setting. For ex-
ample, you have identified flooding as a po-
tential emergency situation to plan for be-
cause your office building has experienced
problems with this during severe storms.

Jacqueline Melonas, R.N., J.D., is vice presi-
dent for risk management at Professional Risk
Management Services.

BY JACQUELINE MELONAS, R.N,, J.D.

Your analysis finds that the biggest poten-
tial risk/loss is the loss of patient and busi-
ness records. After reviewing possible re-
sponses to minimize this risk, you develop
a plan to

* have electronic back-up records taken
weekly to a secure off-site location,

® transport active patient records to a safe
location when a severe storm is imminent,
and

® store inactive patient records with a
medical-record storage company. You de-
cide against purchasing file cabinets ad-
vertised as waterproof and fireproof due
to cost.

3. Consider what safety features and
plans may already be in place and in-
corporate them into your plan. Some ex-
amples to assess include any security pro-
cedures for the building; existence of an
evacuation plan, fire plan, and so on; the
emergency contact person if anything goes
wrong in the building or if a problem is an-
ticipated; presence of fire and other alarms;
and the regularity with which fire extin-
guishers are checked.

4. Prepare a written emergency plan.
"The plan should be readable and stored in
an easily accessible location.

5. Educate office staff about the emer-
gency plan. All staff should know the lo-
cation of the written emergency plan. They
should also review the plan and have in-
service training on responding to emer-
gencies at least yearly. Staff members should
be involved in identifying potential emer-
gencies and updating the plan.

6. Periodically review the plan and up-
date it as needed. Keep staff informed
of any changes.

7. Have a contingency plan for what staff
and others should do if you are not avail-
able. Doctors must prepare a set of in-
structions for staff, family members, and
willing colleagues regarding what they
should do in the event of the psychiatrist’s
sudden incapacity. The plan need not be
complex but should be documented, be
readily available to those who may need to
implement it, and be regularly updated. A
list of suggested items to be covered in a
contingency plan includes the following:

¢ Contact information such as the physi-
cian’s pager number, cell phone number,
home phone number, e-mail address, and
home address.

¢ Contact information for the physician’s
spouse, life partner, adult children, or any-
one else who would likely know of the
physician’s whereabouts or sudden health
problems.

* A statement that staff is authorized to
contact these people in the event of the
physician’s unexplained absence from the
practice.

¢ Instructions regarding how long staff
should wait before implementing the emer-
gency contact plan in the event of any un-
explained absence. One hour is probably
the longest period of unexplained absence
the plan should allow.

¢ Instructions regarding who is authorized
to have access to patient records in the
physician’s unexplained absence. These in-
structions also should specify what infor-
mation can be released from the records.
¢ Instructions regarding prescription re-
fills and release of information to third par-
ties.

¢ Instructions regarding how to deal with
patients who become distressed, either
physically or emotionally, in a crisis.

* Names, addresses, and phone numbers
of psychiatrists who have agreed to act as
emergency backups. There should be more
than one. Staff should be trained on proper
referral procedures and proper termina-
tion-of-care procedures.

The emergency plan for any practice will
be unique to the needs of that practice. There
is a variety of resources available to help in
your planning process. Among them:

* American Health Information Manage-
ment Association, <www.ahima.org> under
“Practice Brief: Disaster Planning for
Health Information”

* Federal Emergency Management
Agency, <www.fema.gov>

e American Red Cross, <www.redcross.
org/services/disaster/beprepared/busi_
industry.html>

¢ U.S. Department of Homeland Security,
<www.ready.gov/business/index.html>. The
department has posted information on
costs that may be expected for emer-
gency planning and protection at
<www.ready.gov/business/over-cost.html>.

(Parts of this article were excerpted from

the spring 2002 issue of Rx for Risk.) W
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Residents Can Help Determine
APA’s Future Course

BY DANIEL MAMAH, M.D.

Ithough not always
very apparent, indi-
vidual APA members

can play an important role
in influencing the Associa-
tion’s policies and func-
tioning. We can help shape
the organization and psy-
chiatry by communicating
with APA leaders, writing
articles for psychiatric pub-
lications, voting in elec-
tions, and even running for
elected office. Constructive
ideas can also be conveyed
to APA by residents and other members
who develop “action papers,” documents
that are formally reviewed by the APA As-
sembly and considered for implementation.

Processing an action paper usually re-
quires several steps before final approval by
the APA Board of Trustees.

It requires involvement of the APA As-
sembly, where most action papers originate.
The Assembly is a legislative body made up
of locally elected representatives from APA%s
74 district branches and seven Area Coun-
cils (Area Councils are primarily regional
links between the Assembly and the district
branches). While any APA member can
write an action paper, an Assembly repre-
sentative is the conduit for bringing it before
the Assembly.

Most APA district branches have one As-
sembly representative, but larger branches
can have two or more, depending on the size
of the membership. District branches with
only one representative also have a deputy
representative to the Assembly, who only has
avote in the Assembly in the absence of the
representative.

In addition, a representative and deputy
representative from each of APA5 seven cau-
cuses represent psychiatrists from minor-
ity/underrepresented groups. More than a

Daniel Mamah, M.D., is APA's member-in-train-
ing trustee.

dozen other psychiatric
organizations also have
an Assembly liaison.

The Assembly also
has  representatives
from two key member
categories—members-
in-training and early ca-
reer psychiatrists. Each
of the seven Areas sends
a member-in-training
and early career psy-
chiatrist representative
and deputy representa-
tive to Assembly meet-
ings. To find out who your Assembly rep-
resentatives are, you can contact your
district branch. A listing of all representa-
tives can be accessed on APAs Web site at
<www.psychiatry.org> by clicking on
“Members Corner” and then “Directory of
Components.”

Here are a few tips to help those of you
who may want to write an action paper for
the Assembly. When writing the paper,
make sure that your language is concise,
particularly when you describe the steps
you would like APA to take to address the
problem you raise. Your paper is more likely
to be be successful if you have other psy-
chiatrists, particularly those familiar with
the working of the Assembly, review it be-
fore it is introduced.

Action papers are laid out in several sec-
tions so their format is uniform. Key sections
are (1) subject, (2) intent, (3) description of
the problem the paper addresses, (4) alterna-
tives and recommendations for solving the
problem, (5) estimated cost (APAs Office of
Finance and Business Operations can help de-
velop the estimate), and (6) into which of APA’s
five strategic goals this paper best fits.

Action papers are first submitted to the
APA Governance Office, where they are re-
viewed and shared with the Assembly Rules
Committee. From here papers are assigned
to Assembly reference committees or to

please see Residents’ Forum on page 10
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Association for
Convulsive Therapy

Certificate Course on
Electroconvulsive Therapy (ECT)

Lectures, Hands-on Practicum and Exam

Saturday, May 20, 2006 * ALSO

Sunday, May 21, 2006
Toronto, Canada 16th Annual Meeting of the ACT

(in conjunction with ISTS)

Seating for this course and exam is limited. Reg-
istrations will be accepted in the order received.

Certificate Course on ECT Fees

$795 ACT Member  $595 Nurses
$1,175 Non-Member  $495 Residents and Fellows

Registration Deadline
April 10, 2006

For additional information on either course or to request a brochure,
please contact the Course Coordinator, Ruth Ann Newman by telephone
at (412) 359-6829, by email: mewman@wpahs.org or by fax at

(412) 359-8218.

Osler Institute 102" to 107"
Psychiatry Review Courses

approved for AMA/PRA category 1 credit

for Written Exams
May 10-14, 2006 — Philadelphia

for Oral Boards

Optional didactic day & 3 days of mock oral exams

February 18 & 19-21 — Tampa
March 31 & April 1-3 — Chicago
May 10 & 11-13 — Philadelphia

for Recertification
May 13-14, 2006 — Philadelphia

for Child and Adolescent
April 22-24, 2006 — Chicago

New — Best of Psych Audios
Call Today: (800) 356-7537

www.osler.org/y62b
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Physician Coalition Prepares
For Scope-of-Practice Battles

Oklahoma psychiatrists are using a tried-and-true legislative tool to
help them overcome their adversaries’ superior numbers in the com-
ing scope-of-practice fight: A physician alliance and a unified message.

klahoma psychiatrists have

helped create a physician

coalition to prevent expan-

sions in scope of practice

sought by some allied health
professionals.

The PatientsFIRST Coalition, which
was launched in September 2005, repre-
sents more than 7,000 Oklahoma physi-
cians in nine medical specialties in an ef-
fort to block legislative expansion of allied
health professionals’ practice into areas of
medical privilege.

“We’re going to start educating legisla-
tors to the point where they know what is
going to be asked of them [by allied health
professionals], and when this legislation
comes up, it won’t just be psychiatrists com-
ing to them but a united front of physi-
cians,” said Art Rousseau, M.D., cochair of
the coalition.

Rousseau, Public Information/Leg-
islative Committee chair of the Oklahoma
Psychiatric ~ Physicians  Association
(OPPA), said the coalition’s goal is to ed-
ucate legislators about the additional ed-
ucation and training physicians receive
beyond what allied health professionals
receive, so they know why medical activ-
ities, such as prescription of medications,
should be entrusted to them. The educa-
tional effort is meant to preempt legisla-
tion to expand other professionals’ scope
of practice.

The coalition was spurred by the state
legislature’s recent approval of some surgi-
cal privileges for optometrists. Two years
ago a bill was introduced in the state Sen-
ate to expand prescription privileges to psy-
chologists, but the legislation never ad-
vanced. However, similar legislation was
approved in recent years in Louisiana and
New Mexico.

“What we’re finding is that all of the
medical specialties are facing the same is-
sues,” Rousseau said, about efforts by some

BY RICH DALY

allied health professionals, including phar-
macists and nurse practitioners, to expand
their legal scope of practice.

The coalition aims to inform legislators
that an issue its opponents frame as a turf
war and political bullying is in reality crit-
ical to patient safety.

Ondria Gleason, M.D., president of the
OPPA, said one reason that it is important
for individuals with a mental health prob-
lem to be seen by psychiatrists is that psy-
chiatrists can recognize when a patient pres-
ents with symptoms that might be due to a
nonpsychiatric disorder.

“If you don’t have appropriate medical
training, you would not know the differ-
ence between someone who has what ap-
pears to be depression but who really has a
pituitary abnormality or someone who ap-
pears to be psychotic but what they really
have is an adverse reaction to a medication,”
Gleason said.

The coalition is based on medical coali-
tions in other states, including one in Texas
that managed to defeat an optometrist-ad-
vocated expansion in scope of practice in
2005.

In addition to the OPPA, the coalition
includes the Oklahoma State Medical As-
sociation, Oklahoma Osteopathic Associ-
ation, Oklahoma Academy of Otolaryn-
gology-Head and Neck Surgery,
Oklahoma Society of Anesthesiologists,
Oklahoma Academy of Ophthalmology,
and the Oklahoma chapters of the Amer-
ican College of Physicians, American
Academy of Family Physicians, and Amer-
ican College of Obstetricians and Gyne-
cologists.

The coalition, which has already added
two member groups since it was launched,
hopes to add other medical specialty rep-
resentatives.

Future efforts may include political fund
raising and urging the introduction and pas-
sage of its own legislation, Rousseau said. W
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continued from page 9

Area Councils to review at an Assembly
meeting. There are two Assembly meetings
every year, one in November and one just
before the APA annual meeting, usually in
May.

Once presented at an Assembly meet-
ing, action papers can be accepted as writ-
ten, accepted with changes, or rejected. In
addition, sometimes papers are sent to a
commiittee or council for further discussion
and then returned to the Assembly at a fu-
ture meeting.

Action papers approved by the Assembly
are sent to the Board of Trustees for final
approval.

Psychiatry residents have been active in
writing action papers for many years. Dur-
ing the Assembly meeting in May 2005, this
was particularly evident.

Six papers were written by members-
in-training; all of the papers were passed
as written or with some modification.
The proposals included adding free seats
for residents at courses during the APA
annual meeting, ensuring residents’ pres-
ence on the Scientific Program Com-
mittee (which develops and implements
the APA annual meeting programs), and
exploring the inclusion of fetal alcohol
spectrum disorders in future editions of
the DSM.

When APA members participate in the
Association’s functioning, it strengthens the
Association and ensures that as many voices
as possible are heard. The problems facing
our field are multiple and complex. It is
likely that we will move faster toward so-
lutions if the innovative ideas so many res-
idents have are shared with the rest of the
psychiatric community. H
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Patches Won’t Heal

A System in Crisis

s I look at the litera-
ture on the last several
decades in health care,

I find a mountain of articles
and books, which I call our
history of “Crisis in Ameri-
can Health Care.”

The central themes are
that our system is the most
expensive in the world, yet
45 million Americans don’t
have insurance coverage,
44,000-98,000 people die
annually from medical mis-
takes in our hospitals, mal-
practice insurance is skyrocketing, and man-
aged care second guesses and attempts to
override physicians in medical decision mak-
ing.

I don’t know if I'm stating the obvious,
but in the words of Kermit the Frog, “some
of these things go together.” In fact, they
all do.

The first thing that strikes me as curi-

Charles Atkins, M.D., is a psychiatrist and free-
lance writer. His latest novel, The Cadaver’s Ball,
was published in October 2005.

Victor R. Adebimpe, M.D.
Pittsburgh, Pa.

Marvin Leon Adland, M.D.
Chevy Chase, Md.

James M. Bailey, M.D.
San Antonio, Texas

William E. Bakewell Jr., M.D.
Cary, N.C.

Julian I. Barish, M.D.
New York, N.Y.

Robert Galen Bowman, M.D.

Connellsville, Pa.

Charles Allan Bray, M.D.
San Angelo, Texas

Bernard Bressler, M.D.
Richmond, Va.

Vincent J. Butler, M.D.
Woodside, Calif.

Felix Cohen, M.D.
Waban, Mass.

Alan Randolph Cole, M.D.

San Francisco, Calif.

Nathan L. Comer, M.D.
Narberth, Pa.

Zarko Cuculic, M.D.
Paramus, N.J.

Irving J. Farber, M.D.
Alexandria, Va.

NV YN AN NN VYA AN NN Y YN YN Y NN ANN ANV AAT NN AAAN AN NASN NN AN YA NN YN AN YN Y AN VANV,

m PSYCHIATRIC NEWS / Fefiruary 3, 2006

BY CHARLES ATKINS, M.D.

ous is the constant use
of the word “crisis.”
This implies a state of
affairs in which some-
thing is going to change,
a flashpoint. Yet decisive
change has not come.
Instead, we find a series
of patches—Medicare
Part D being the latest
in a series of these
make-do repairs.

In the 20th century,
as the rest of the indus-
trialized world—ex-
cluding Japan—made the decision that access
to health care was a right of citizenship, we
saw the AMA lobby against a national health
system. I raise this point, because our cur-
rent state of affairs is multifactorial, and as
physicians we need to own our piece.

While opponents of sweeping reform
shot it down in years past by coining the
term “socialized medicine” and tying uni-
versal coverage to the Red Scare, there was
also a realization that certain groups would
be unable to obtain and maintain cover-

age—the old, the disabled, and the very

APA bonors the following members whose deaths were reported to APA firom May
through December 2005. All deceased APA members are vemembered at APA’s an-
nual business meeting, beld each year at APA’s annual meeting.

Robert S. Garber, M.D.
Longboat Key, Fla.

Harris S. Goldstein, M.D.
Martinez, Calif.

D. Wells Goodrich, M.D.
Purcellville, Va.

Kenneth H. Gordon Jr., M.D.
Wayne, Pa.

Robert Gordon Halem, M.D.
Coral Springs, Fla.

Karl H. Hanson, M.D.
San Mateo, Calif.
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poor. So we kind of got a national health
plan with the creation of Medicare and
Medicaid in the 1960s. The flashpoint was
averted, and we moved forward.

Now the focus has shifted to cost. Some-
how the country’s annual expenditure on
health care has shot up into the double dig-
its (about 5 percent of GNP in the 1960s
and over 14 percent today).

Enter managed care and exit the argu-
ments against a national health plan. Hos-
pital days were negotiated, tests and proce-
dures were questioned, and we learned how
to fill out new forms, get on provider pan-
els, negotiate contracts, and do physician-to-
physician reviews over the telephone.

So how do we jump from that “crisis” to
the news-grabbing statistics from the Insti-
tute of Medicine about deaths from med-
ical errors? I think the point of attachment
is the truism “haste makes waste.” 10 stay on
top financially, physicians in America have
to work longer hours and see more patients.
The rising costs of malpractice insurance,
maintaining an office, hiring staff to handle
the billing, and on and on mean that you’ve
got to pump out the volume.

If we look at the sources of medical er-
rors, much of it comes under the heading
of carelessness—indecipherable and easy-
to-confuse handwriting on prescriptions
and order sheets, wrong-site surgeries, un-
coordinated care, drug-to-drug interactions,
and inadequate time to really listen to pa-
tients.
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From there, it doesn’t take a brain sur-
geon—and are they really that smart?—to
see the connection to our malpractice “cri-
sis.” Between 44,000 and 98,000 potentially
preventable medical deaths a year is a whole
lot of meat and potatoes for attorneys—not
to mention the human tragedy those num-
bers represent. Malpractice premiums have
skyrocketed, insurers have left the business,
and we go crying to the politicos because we
can’t afford to stay in practice.

So, what do I take away from all of this?
First, crisis or no crisis, we historically have
shied away from a fundamental and sweep-
ing overhaul of the American health care sys-
tem. Instead, we’ve seen major changes occur,
but more as reactions to the cost of health
care and attempts to try and contain it. The
resultant effects on quality of care and on the
role and integrity of physicians have been
dismal. This is not where we wanted to be.

My own career—I work for a state
agency—has been one in which I have
sought out situations where I don’t have to
spend much time thinking about payer
sources and whether I can provide med-
ically necessary treatment. In chatting with
other doctors, I realize that most would
prefer this. If that assumption is correct,
the questions then become, and what I ask
everyone who reads this to think about,
what would it take to create fundamental
change in the American health care system,
and what role could physicians play in mak-
ing those changes happen? B
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Extend cognition with NAMENDA

e -

First-line—for newly diagnosed moderate or severe
patients and those who do not tolerate AChEIls

} . } . ; Results from a randomized, multicenter,
Significantly superior cognitive benefits vs placeho' double-blind, parallelgroup, placebo-controlled
U.S. study investigating the efficacy and safety
of NAMENDA in 175 outpatients with
moderate to severe Alzheimer's disease (AD).
Results shown are from observed cases (OC)
analysis. Patients received treatment with
NAMENDA (10 mg BID) or placebo BID
P<0.001 for 28 weeks.'

Improvement

*S|B=Severe Impairment Battery. Evaluates
cognitive performance in moderate to severe
AD. It is a 40-item scale that assesses
attention, language, praxis, visuospatial ability,
construction, memory, orientation, orienting to
name, and social interaction. The test is
scored from O (greatest impairment) to 100.2

Mean change from baseline

' Separate placebo-controlled cost analysis.
=@= NAMENDA (n=96)

=@~ Placebo (n=83)

* NAMENDA provided a significantly superior effect on cognition vs placebo over
the first 28 weeks of the study period (P=0.002)"

NAMENDA significantly:
* Reduced manthly caregiving time by 46 hours (P=0.02)
* Reduced monthly costs by $824 (P=0.03)"

In combination—for patients taking AChEls

Results from a randomized, multicenter,
double-blind, parallel-group, placebo-controlled
U.S. study investigating the efficacy of
NAMENDA plus donepezil in patients with
moderate to severe AD. Results shown are from
OC analysis. The study involved 404
outpatients 250 years of age with a Mini-Mental
State Examination (MMSE) score of 5 to 14
P<0.001 points. Patients were randomized to treatment
with NAMENDA (10 mg BID) or placebo
added to a stable regimen of donepezil

(5 mg-10 mg/day) for 24 weeks.®

P<0.001

Improvement

+Donepezil therapy could have been
6 months or longer.

§ Alzheimer's Disease Cooperative Study
Activities of Daily Living;g (ADCS-ADLq)
Inventory. Autonomy subscale included: using a

=@= NAMENDA+donepezil (h=171) . telephone, watching television, traveling, and

== Placebo+donepezil (n=153) being left alone; higher-level functions subscale
included: conversing, finding belongings,
obtaining a beverage, and turning a light off.”
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% NAMENDA in combination with donepezil significantly improved and sustained
cognitive performance above baseline for 6 months vs progressive decline seen

NAMENDA-treated patients also maintained significantly more autonomy and
higher-level functioning than patients taking donepezil+placebo (P<0.05)?

2# Autonomy and higher-level function are subscales derived from the ADCS-ADL,¢®



Improve behavioral symptoms

T

in combination—for patients taking AChElIls

Results from a randomized, multicenter,
NAMENDA+donepezil sustains behavior above bhaseline® double-blind, parallel-group, placebo-
controlled U.S. study investigating the
efficacy of NAMENDA plus donepezil in
patients with moderate to severe AD.
Results shown are from OC analysis.

The study involved 404 outpatients >50
years of age with an MMSE score of

5 to 14 points. Patients were randomized
to treatment with NAMENDA (10 mg BID)
or placebo added to a stable regimen of
donepezil (5 mg-10 mg/day) for 24 weeks.®

P<0.001
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'NPI=Neuropsychiatric Inventory. The NPl is
designed to assess behavioral disturbances
occurring in patients with Alzheimer's
disease or other dementias. It is particularly
relevant because it is based on scripted
questions administered to caregivers.”

LS mean change from baseline

=@= NAMENDA+donepezil (h=171)
Placebo+donepezil (h=152)

% As measured by caregivers, NAMENDA+donepezil significantly improved behavioral
function for 6 months compared with the progressive decline seen with patients taking
donepezil+placebo (P=0.01)>¢

Function

NAMENDA® (memantine HCI) is contraindicated in patients with known hypersensitivity to memantine HCI or any
excipients used in the formulation. The most common adverse events reported with NAMENDA vs placebo (5% and
higher than placebo) were dizziness, confusion, headache, and constipation. In patients with severe renal impairment,
the dosage should be reduced.

References: 1. Reisberg B, Doody R, Stoffler A, Schmitt F Ferris S, Mébius HJ, for the Memantine Study Group. Memantine in moderate-to-severe Alzheimer's disease.

N Engl J Med. 2003;348:1333-1341. 2. Data on file. Forest Laboratories, Inc. 3. Saxton J, McGonigle KL, Swihart A, Boller F. The Severe Impairment Battery. Bury St
Edmunds, England: Thames Valley Test Company; 1993. 4. Wimo A, Winblad B, Stoffler A, Wirth Y, Mdbius HJ. Resource utilisation and cost analysis of memantine in
patients with moderate to severe Alzheimer's disease. Pharmacoeconomics. 2003;21:327-340. 5. Tariot PN, Farlow MR, Grossberg GT, Graham SM, McDonald S, Gergel |,
for the Memantine Study Group. Memantine treatment in patients with moderate to severe Alzheimer disease already receiving donepezil: a randomized controlled trial.
JAMA. 2004;291:317-324. 6. Cummings JL, Schneider E, Tariot PN, Graham SM, for the Memantine Study Group. Effect of memantine on behavioral outcomes in
moderate to severe Alzheimer's disease. Poster presented at: Annual Meeting of the American College of Neuropsychopharmacology; December 12-16, 2004; San Juan,
Puerto Rico. 7. Cummings JL, Mega M, Gray K, Rosenberg-Thompson S, Carusi DA, Gornbein J. The Neuropsychiatric Inventory: comprehensive assessment of
AChEls=acetylcholinesterase inhibitors. )‘
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Namenda )‘

memantine HCI .

Rx Only
Brief Summary of Prescribing Information.
For complete details, please see full Prescribing Information for Namenda.

INDICATIONS AND USAGE
Namenda (memantine hydrochloride) is indicated for the treatment of
moderate to severe dementia of the Alzheimer’s type.

CONTRAINDICATIONS

Namenda (memantine hydrochloride) is contraindicated in patients with
known hypersensitivity to memantine hydrochloride or to any excipients
used in the formulation.

PRECAUTIONS

Information for Patients and Caregivers: Caregivers should be instructed
in the recommended administration (twice per day for doses above 5 mg)
and dose escalation (minimum interval of one week between dose increases).

Neurological Conditions

Seizures: Namenda has not been systematically evaluated in patients
with a seizure disorder. In clinical trials of Namenda, seizures occurred in
0.2% of patients treated with Namenda and 0.5% of patients treated
with placebo.

Genitourinary Conditions

Conditions that raise urine pH may decrease the urinary elimination of
memantine resulting in increased plasma levels of memantine.

Special Populations

Hepatic Impairment

Namenda undergoes partial hepatic metabolism, with about 48% of
administered dose excreted in urine as unchanged drug or as the sum of
parent drug and the N-glucuronide conjugate (74%). The pharmacokinetics
of memantine in patients with hepatic impairment have not been
investigated, but would be expected to be only modestly affected.

Renal Impairment

No dosage adjustment is needed in patients with mild or moderate renal
impairment. A dosage reduction is recommended in patients with severe
renal impairment.

Drug-Drug Interactions

N-methyl-D-aspartate (NMDA) antagonists: The combined use of
Namenda with other NMDA antagonists (amantadine, ketamine, and
dextromethorphan) has not been systematically evaluated and such use
should be approached with caution.

Effects of Namenda on substrates of microsomal enzymes: In vitro studies
conducted with marker substrates of CYP450 enzymes (CYP1A2, -2A6,
-2C9, -2D6, -2E1, -3A4) showed minimal inhibition of these enzymes by
memantine. In addition, in vitro studies indicate that at concentrations
exceeding those associated with efficacy, memantine does not induce the
cytochrome P450 isoenzymes CYP1A2, CYP2C9, CYP2E1, and CYP3A4/5.
No pharmacokinetic interactions with drugs metabolized by these enzymes
are expected.

Effects of inhibitors and/or substrates of microsomal enzymes on Namenda:
Memantine is predominantly renally eliminated, and drugs that are
substrates and/or inhibitors of the CYP450 system are not expected to
alter the metabolism of memantine.

Acetylcholinesterase (AChE) inhibitors: Coadministration of Namenda with
the AChE inhibitor donepezil HCI did not affect the pharmacokinetics of
either compound. In a 24-week controlled clinical study in patients with
moderate to severe Alzheimer’s disease, the adverse event profile observed
with a combination of memantine and donepezil was similar to that of
donepezil alone.

Drugs eliminated via renal mechanisms: Because memantine is
eliminated in part by tubular secretion, coadministration of drugs that use
the same renal cationic system, including hydrochlorothiazide (HCTZ),
triamterene (TA), metformin, cimetidine, ranitidine, quinidine, and nicotine,
could potentially result in altered plasma levels of both agents. However,
coadministration of Namenda and HCTZ/TA did not affect the bioavailability
of either memantine or TA, and the bioavailability of HCTZ decreased by 20%.
In addition, coadministration of memantine with the antihyperglycemic
drug Glucovance® (glyburide and metformin HCI) did not affect
the pharmacokinetics of memantine, metformin and glyburide.
Furthermore, memantine did not modify the serum glucose lowering effect
of Glucovance®.

Drugs that make the urine alkaline: The clearance of memantine was
reduced by about 80% under alkaline urine conditions at pH 8. Therefore,
alterations of urine pH towards the alkaline condition may lead to an
accumulation of the drug with a possible increase in adverse effects.
Urine pH is altered by diet, drugs (e.g. carbonic anhydrase inhibitors, sodium
bicarbonate) and clinical state of the patient (e.g. renal tubular acidosis or
severe infections of the urinary tract). Hence, memantine should be used
with caution under these conditions.

Carcinogenesis, Mutagenesis and Impairment of Fertility

There was no evidence of carcinogenicity in a 113-week oral study in
mice at doses up to 40 mg/kg/day (10 times the maximum recommended
human dose [MRHD] on a mg/m? basis). There was also no evidence of
carcinogenicity in rats orally dosed at up to 40 mg/kg/day for 71 weeks
followed by 20 mg/kg/day (20 and 10 times the MRHD on a mg/m? basis,
respectively) through 128 weeks.

Memantine produced no evidence of genotoxic potential when evaluated
in the in vitro S. typhimurium or E. coli reverse mutation assay, an in vitro
chromosomal aberration test in human lymphocytes, an in vivo cytogenetics
assay for chromosome damage in rats, and the in vivo mouse micronucleus
assay. The results were equivocal in an in vitro gene mutation assay using
Chinese hamster V79 cells.

No impairment of fertility or reproductive performance was seen in rats
administered up to 18 mg/kg/day (9 times the MRHD on a mg/m? basis)
orally from 14 days prior to mating through gestation and lactation in
females, or for 60 days prior to mating in males.

Pregnancy

Pregnancy Category B: Memantine given orally to pregnant rats and pregnant
rabbits during the period of organogenesis was not teratogenic up to the
highest doses tested (18 mg/kg/day in rats and 30 mg/kg/day in rabbits,
which are 9 and 30 times, respectively, the maximum recommended
human dose [MRHD] on a mg/m? basis).

m PSYCHIATRIC NEWS / Fetiruary 3, 2006

Slight maternal toxicity, decreased pup weights and an increased incidence
of non-ossified cervical vertebrae were seen at an oral dose of
18 mg/kg/day in a study in which rats were given oral memantine beginning
pre-mating and continuing through the postpartum period. Slight maternal
toxicity and decreased pup weights were also seen at this dose in a study
in which rats were treated from day 15 of gestation through the post-
partum period. The no-effect dose for these effects was 6 mg/kg, which
is 3 times the MRHD on a mg/m? basis.

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

Nursing Mothers

It is not known whether memantine is excreted in human breast milk.
Because many drugs are excreted in human milk, caution should be
exercised when memantine is administered to a nursing mother.

Pediatric Use
There are no adequate and well-controlled trials documenting the safety
and efficacy of memantine in any illness occurring in children.

ADVERSE REACTIONS
The experience described in this section derives from studies in patients
with Alzheimer’s disease and vascular dementia.

Adverse Events Leading to Discontinuation: In placebo-controlled trials
in which dementia patients received doses of Namenda up to 20 mg/day,
the likelihood of discontinuation because of an adverse event was the
same in the Namenda group as in the placebo group. No individual
adverse event was associated with the discontinuation of treatment in 1%
or more of Namenda-treated patients and at a rate greater than placebo.

Adverse Events Reported in Controlled Trials: The reported adverse
events in Namenda (memantine hydrochloride) trials reflect experience
gained under closely monitored conditions in a highly selected patient
population. In actual practice or in other clinical trials, these frequency
estimates may not apply, as the conditions of use, reporting behavior and
the types of patients treated may differ. Table 1 lists treatment-emergent
signs and symptoms that were reported in at least 2% of patients in
placebo-controlled dementia trials and for which the rate of occurrence
was greater for patients treated with Namenda than for those treated with
placebo. No adverse event occurred at a frequency of at least 5% and
twice the placebo rate.

Table 1: Adverse Events Reported in Controlled Clinical Trials in at Least
2% of Patients Receiving Namenda and at a Higher Frequency than
Placebo-treated Patients.

Body System Placebo Namenda
Adverse Event (N=922) (N =940)
% %
Body as a Whole
Fatigue 1 2
Pain 1 3
Cardiovascular System
Hypertension 2 4
Central and Peripheral
Nervous System
Dizziness 5 7
Headache 3 6
Gastrointestinal System
Constipation 3 5
Vomiting 2 3
Musculoskeletal System
Back pain 2 3
Psychiatric Disorders
Confusion 5 6
Somnolence 2 3
Hallucination 2 3
Respiratory System
Coughing 3 4
Dyspnea 1 2

Other adverse events occurring with an incidence of at least 2% in
Namenda-treated patients but at a greater or equal rate on placebo were
agitation, fall, inflicted injury, urinary incontinence, diarrhea, bronchitis,
insomnia, urinary tract infection, influenza-like symptoms, abnormal gait,
depression, upper respiratory tract infection, anxiety, peripheral edema,
nausea, anorexia, and arthralgia.

The overall profile of adverse events and the incidence rates for individual
adverse events in the subpopulation of patients with moderate to severe
Alzheimer’s disease were not different from the profile and incidence
rates described above for the overall dementia population.

Vital Sign Changes: Namenda and placebo groups were compared with
respect to (1) mean change from baseline in vital signs (pulse, systolic
blood pressure, diastolic blood pressure, and weight) and (2) the incidence
of patients meeting criteria for potentially clinically significant changes
from baseline in these variables. There were no clinically important
changes in vital signs in patients treated with Namenda. A comparison of
supine and standing vital sign measures for Namenda and placebo in
elderly normal subjects indicated that Namenda treatment is not associated
with orthostatic changes.

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

ECG Changes: Namenda and placebo groups were compared with
respect to (1) mean change from baseline in various ECG parameters and
(2) the incidence of patients meeting criteria for potentially clinically
significant changes from baseline in these variables. These analyses
revealed no clinically important changes in ECG parameters associated
with Namenda treatment.

Other Adverse Events Observed During Clinical Trials

Namenda has been administered to approximately 1350 patients with
dementia, of whom more than 1200 received the maximum recommended
dose of 20 mg/day. Patients received Namenda treatment for periods of
up to 884 days, with 862 patients receiving at least 24 weeks of treatment
and 387 patients receiving 48 weeks or more of treatment.

Treatment emergent signs and symptoms that occurred during 8 controlled
clinical trials and 4 open-label trials were recorded as adverse events by
the clinical investigators using terminology of their own choosing. To provide
an overall estimate of the proportion of individuals having similar types of
events, the events were grouped into a smaller number of standardized
categories using WHO terminology, and event frequencies were calculated
across all studies.

All adverse events occurring in at least two patients are included, except
for those already listed in Table 1, WHO terms too general to be informative,
minor symptoms or events unlikely to be drug-caused, e.g., because they
are common in the study population. Events are classified by body system
and listed using the following definitions: frequent adverse events - those
occurring in at least 1/100 patients; infrequent adverse events
- those occurring in 1/100 to 1/1000 patients. These adverse events are
not necessarily related to Namenda treatment and in most cases were
observed at a similar frequency in placebo-treated patients in the
controlled studies.

Body as a Whole: Frequent: syncope. Infrequent: hypothermia, allergic
reaction.

Cardiovascular System: Frequent: cardiac failure. Infrequent: angina
pectoris, bradycardia, myocardial infarction, thrombophlebitis, atrial
fibrillation, hypotension, cardiac arrest, postural hypotension, pulmonary
embolism, pulmonary edema.

Central and Peripheral Nervous System: Frequent: transient ischemic
attack, cerebrovascular accident, vertigo, ataxia, hypokinesia. Infrequent:
paresthesia, convulsions, extrapyramidal disorder, hypertonia, tremor,
aphasia, hypoesthesia, abnormal coordination, hemiplegia, hyperkinesia,
involuntary muscle contractions, stupor, cerebral hemorrhage, neuralgia,
ptosis, neuropathy.

Gastrointestinal System: Infrequent: gastroenteritis, diverticulitis,
gastrointestinal hemorrhage, melena, esophageal ulceration.

Hemic and Lymphatic Disorders: Frequent: anemia. Infrequent: leukopenia.

Metabolic and Nutritional Disorders: Frequent: increased alkaline
phosphatase, decreased weight. Infrequent: dehydration, hyponatremia,
aggravated diabetes mellitus.

Psychiatric Disorders: Frequent: aggressive reaction. Infrequent: delusion,
personality disorder, emotional lability, nervousness, sleep disorder, libido
increased, psychosis, amnesia, apathy, paranoid reaction, thinking abnormal,
crying abnormal, appetite increased, paroniria, delirium, depersonalization,
neurosis, suicide attempt.

Respiratory System: Frequent: pneumonia. Infrequent: apnea, asthma,
hemoptysis.

Skin and Appendages: Frequent: rash. Infrequent: skin ulceration, pruritus,
cellulitis, eczema, dermatitis, erythematous rash, alopecia, urticaria.

Special Senses: frequent: cataract, conjunctivitis. Infrequent: macula
lutea degeneration, decreased visual acuity, decreased hearing, tinnitus,
blepharitis, blurred vision, corneal opacity, glaucoma, conjunctival
hemorrhage, eye pain, retinal hemorrhage, xerophthalmia, diplopia,
abnormal lacrimation, myopia, retinal detachment.

Urinary System: Frequent: frequent micturition. Infrequent: dysuria,
hematuria, urinary retention.

Events Reported Subsequent to the Marketing of Namenda, both US
and Ex-US

Although no causal relationship to memantine treatment has been found,
the following adverse events have been reported to be temporally
associated with memantine treatment and are not described elsewhere in
labeling: atrioventricular block, bone fracture, carpal tunnel syndrome,
cerebral infarction, chest pain, claudication, colitis, dyskinesia, dysphagia,
gastritis, gastroesophageal reflux, grand mal convulsions, intracranial
hemorrhage, hepatic failure, hyperlipidemia, hypoglycemia, ileus,
impotence, malaise, neuroleptic malignant syndrome, acute pancreatitis,
aspiration pneumonia, acute renal failure, prolonged QT interval,
restlessness, Stevens-Johnson syndrome, sudden death, supraventricular
tachycardia, tachycardia, tardive dyskinesia, and thrombocytopenia.

ANIMAL TOXICOLOGY

Memantine induced neuronal lesions (vacuolation and necrosis) in the
multipolar and pyramidal cells in cortical layers Ill and IV of the posterior
cingulate and retrosplenial neocortices in rats, similar to those which are
known to occur in rodents administered other NMDA receptor antagonists.
Lesions were seen after a single dose of memantine. In a study in which
rats were given daily oral doses of memantine for 14 days, the no-effect
dose for neuronal necrosis was 6 times the maximum recommended
human dose on a mg/m? basis. The potential for induction of central neuronal
vacuolation and necrosis by NMDA receptor antagonists in humans
is unknown.

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: Memantine HCl is not a controlled substance.

Physical and Psychological Dependence: Memantine HCI is a low to
moderate affinity uncompetitive NMDA antagonist that did not produce
any evidence of drug-seeking behavior or withdrawal symptoms upon
discontinuation in 2,504 patients who participated in clinical trials at
therapeutic doses. Post marketing data, outside the U.S., retrospectively
collected, has provided no evidence of drug abuse or dependence.

OVERDOSAGE

Because strategies for the management of overdose are continually
evolving, it is advisable to contact a poison control center to determine the
latest recommendations for the management of an overdose of any drug.
As in any cases of overdose, general supportive measures should be utilized,
and treatment should be symptomatic. Elimination of memantine can be
enhanced by acidification of urine. In a documented case of an
overdosage with up to 400 mg of memantine, the patient experienced
restlessness, psychosis, visual hallucinations, somnolence, stupor and
loss of consciousness. The patient recovered without permanent sequelae.
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Brain Chemicals May Retreat,
But Love Lingers On

A brain protein—nerve growth factor—seems to jump-start the altered
mental state called “falling in love,” yet it takes a back seat once the

romance is established.

hen early February

comes  around,

many people’s

thoughts turn to

Valentine’s Day and
romance. The biological substrate of ro-
mantic love, however, has been mostly un-
charted territory.

Now some researchers, appropriately
from a country associated with romance—
Italy—have explored the subject. And as
they report in a study in press with Psy-
choneuroendocrinology, falling in love ap-
pears to be associated with elevated lev-
els of nerve growth factor in the
bloodstream.

Enzo Emanuele of the University of
Pavia and colleagues suspected that a di-
versity of biological mechanisms might be
involved in precipitating the mental state
called “falling in love,” a state character-
ized by obsessive thinking about one’s
beloved, craving for union with him or her,
euphoria, and increased energy. And one
of the mechanisms that the researchers
thought might be implicated are neu-
rotrophins—brain chemicals that nourish
nerves and that have been increasingly rec-
ognized as potential mediators of anxiety
and other emotions.

BY JOAN AREHART-TREICHEL

The researchers measured blood lev-
els of four kinds of neurotrophins—nerve
growth factor, brain-derived neurotrophic
factor, neurotrophin 3, and neurotrophin
4—in 58 subjects who had recently fallen
in love and two control groups. One con-
trol group con-
sisted of 58
individuals
who
not engaged
in a romantic
relationship; the
other control group
consisted of 58 persons
who had been involved in a romantic re-
lationship for 2.5 years to 5.5 years. The
subjects in love were likewise assessed for
anxiety and depression with the State-Trait
Anxiety Inventory and the Beck Depres-
sion Inventory and for the intensity of
their romantic feelings with the Passion-
ate Love Scale, thought to be a reliable
means of measuring romantic love.

"The researchers found no significant dif-
ferences among the three groups with re-
gard to blood levels of brain-derived neu-
rotrophic factor, neurotrophin 3, and
neurotrophin 4. However, blood levels of
nerve growth factor were significantly

WEre

higher in the subjects who had recently
fallen in love than in the subjects who were
not engaged in romantic relationship or
long engaged in one.

Moreover, among subjects who had re-
cently fallen in love, a significant positive
link was found between blood levels of
nerve growth factor and the intensity of ro-
mantic feelings as assessed by the Passion-
ate Love Scale. This association held even
when some potentially confounding vari-
ables such as age, gender, anxiety scores,
and depression scores were taken into con-
sideration.

Thus, “our data demonstrate for the first

X

time that circulating levels of nerve growth
factor, but not of other neurotrophins, are
elevated among subjects in love,” Emanuele
and his team concluded in their study re-
port, “suggesting an important role for this
molecule in the ‘social chemistry’ of human
beings. The specificity of nerve growth fac-
tor increase during early-stage love, which
was independent from anxiety and/or de-
pression scales, as well as from other neu-
rotrophins, seems to suggest that this neu-
rokine could be involved in the formation

i

of novel bonds. . . .’

Nonetheless, follow-up results from the
study suggest that nerve growth factor does
not play a major role in the maintenance of
a romantic relationship.

Specifically, 39 of the 58 subjects who
had recently fallen in love were still ro-
mantically involved a year or two later with
the same partners with whom they had been
involved at the start of the study. The re-
searchers once again measured their blood
levels of the four neurotrophins and used
the Passionate Love Scale to assess their
feelings of love. Results showed that both
their Passionate Love Scale scores and nerve
growth factor concentrations had decreased

significantly from the start of the study.
In contrast, their concentrations of
the other three neurotrophins
were similar to those observed
during the first assessment.

How nerve growth factor
might help people forge roman-
tic bonds remains to be de-
termined. Emanuele and

his group suspect it
might be by influenc-
ing wvarious hor-
mones. For instance,
nerve growth factor is
known to induce the release of the hormone
vasopressin, and vasopressin in turn is
known to play a pivotal role in the forma-
tion of social bonding.

The study was financed by the Univer-
sity of Pavia.

An abstract of “Raised Plasma Nerve
Growth Factor Levels Associated With
Early-Stage Romantic Love” can be accessed
at <www.sciencedirect.com> by clicking on
“Browse fournals,” “B” “Psychoneuroen-
docrinology,” and “Articles in Press.” B

Gene Variant May Hasten
Development of Alzheimer’s

A fifth of Americans are estimated to possess the e4 variant of the
APOE gene. This variant hastens development of Alzheimer’s, and how
it does so may be by accelerating age-related myelin breakdown.

part from age, the e4 variant of the
A APOE gene on chromosome 19 is

the best-documented risk factor
for Alzheimer’s disease. Although pos-
session of the variant is neither necessary
nor sufficient for developing Alzheimer’s,
those individuals who have the variant
and develop Alzheimer’s succumb to the
illness a good decade earlier than do per-

“These findings set the
stage for studies that
will investigate the ef-
fects of diets and med-
ications that contribute
to myelin maintenance.”

sons who have the other two variants of
the gene—e2 and e3—and who develop
Alzheimer’s.

The e4 gene variant is suspected of put-
ting people on the fast track for
Alzheimer’s by accelerating the rate of
breakdown of myelin sheaths that insu-
late brain nerves, a new study suggests.
The greatest breakdown occurred in those

BY JOAN AREHART-TREICHEL

with the e4 variant, the next greatest
breakdown in those with the e3 variant,
and the least breakdown in those with the
e2 variant.

The investigation was headed by George
Bartzokis, M.D., director of the University
of California at Los Angeles Memory Dis-
orders and Alzheimer’s Disease Clinic. The
results were published in the January
Archives of General Psychiatry.

Myelination is arguably the most
uniquely human aspect of the human
brain. It results in the high processing
speeds that underlie people’s cognitive
functions. Myelination reaches a maxi-
mum in midlife, then declines with nor-
mal aging. Moreover, persons with
Alzheimer’s are known to have more se-
vere myelin breakdown than healthy older
subjects, and the APOE gene is known to
transport lipids for myelin maintenance
and repair.

Thus, Bartzokis and his colleagues sus-
pected that the means by which the APOE
e4 gene variant hastens the development
of Alzheimer’s might be by hastening the
breakdown of myelin. They decided that

the first step toward confirming this hy-
pothesis would be to see whether myelin
breakdown in healthy older individuals is
linked with the type of APOE gene vari-
ant they possess.

The researchers recruited 102 healthy
individuals between the ages of 55 and 75
for the study. They found that 12 had the
e2 variant, 70 had the e3 variant, and 20
had the e4 variant. There were no signif-
icant differences between the three gene-
variant groups in terms of age, education,
gender, or Mini-Mental State Examina-
tion scores.

They then used magnetic resonance
imaging coupled with a technique called
transverse relaxation rate measures to as-
sess indirectly the structural integrity of
myelin sheaths in the three gene-variant
groups. The areas of the brain they fo-
cused on included both early-myelinating
regions—say, the visual pathway circuits of
the corpus callosum splenium—and late-
myelinating nerve regions—for example,
the frontal lobes. They were particularly
interested in the latter since they support
executive functions and recent memories,
are especially eroded with normal aging,
and are especially degraded by
Alzheimer’s.

They found that the breakdown of late-
myelinating nerve circuits, but not of early-
myelinating nerve circuits, was linked with
APOE gene status. The greatest decline
in late-myelinating circuits occurred in
subjects with the e4 variant, the next great-
est decline in those with the e3 variant,
and the least decline in those with the e2
variant.

The investigators thus believe that by
linking the e4 variant to the accelerated
breakdown of late-myelinating nerves, they
have partially confirmed their hypothesis
that the APOE e4 variant hastens the de-
velopment of Alzheimer’s by hastening the
breakdown of myelin.

However, only prospective studies can
explain how possession of the e4 variant
might actually speed up myelin breakdown,
the scientists wrote in their study report.
They will now be conducting such studies,
Bartzokis told Psychiatric News.

Also, “combining APOE status with
noninvasive measures of myelin breakdown
may be useful in assessing treatment strate-
gies for the primary prevention of
Alzheimer’s,” the scientists wrote.

“Funding possibilities for such novel pri-
mary-prevention strategies are being pur-
sued,” Bartzokis told Psychiatric News.

Jeffrey Cummings, M.D., added,
“These findings set the stage for studies
that will investigate the effects of diets and
medications that contribute to myelin
maintenance.” Cummings is director of
the UCLA Alzheimer’s Disease Research
Center and was one of the study investi-
gators.

The study was funded by the National
Institutes of Health, California Depart-
ment of Health Services, Sidell-Kagan
Foundation, and Department of Veteran
Affairs.

An abstract of “Apolipoprotein E Geno-
type and Age-Related Myelin Breakdown
in Healthy Individuals” is posted at <bttp://
archpsyc.ama-assn.ovg/cgi/content/short/
63/1/63>. 1
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Protein Discovery May Lead
To New Psychiatric Drugs

New research clearly connects alterations in a specific serotonin
receptor to depressive changes in mood via one specific protein.

he discovery of a novel pro-

tein and its interaction with

a serotonin receptor on the

surface of neuronal cells

could prove to validate the
fundamental biological basis of mood dis-
orders, particularly depression.

The groundbreaking identification of
the new protein, called p11, was reported in
the January 6 Science by Nobel Laureate
Paul Greengard, Ph.D., a professor of psy-
chiatry and pharmacology and director of
the Laboratory of Molecular and Cellular
Neuroscience at Rockefeller University.

Greengard shared the 2000 Nobel Prize
in Physiology or Medicine with psychia-
trist Eric Kandel, M..D., of Columbia Uni-
versity and Arvid Carlson, M.D., of the
University of Goteborg in Sweden (Psychi-
atric News, November 3, 2000). Greengard
received the Nobel for his work in defin-
ing the interplay of proteins and hormones
with receptors on the cell surface. It was
Greengard’s work that defined the mecha-
nism by which extracellular proteins cause
an intracellular effect without having to
enter the cell itself.

In 2002 Greengard again made headlines
with his lab’s determination of the cellular
interactions of the antidepressant fluoxetine.
At that time, Greengard and his colleagues
detailed the interaction between fluoxetine
and a cell surface protein known as DARPP-
32 (Psychiatric News, May 17, 2002).

Greengard’s latest contribution to ad-
vancing the understanding of the cellular
mechanisms underlying depression involves
the serotonin 1b receptor (5-HTp) and its
interaction with the extracellular protein
called p11. Simply put, when p11 levels in-
crease, the number of 5-HT' receptors on
the cell surface increases proportionately.
With more 5-HT'p receptors on the surface
of the neuron, serotonin communication
across the synapse is made more sensitive and
more effective. However, when p11 levels
are low, fewer 5-H'T'| receptors migrate
from inside the neuron to the cell membrane
at the synaptic clef, leading to decreased ef-
ficiency and power of serotonin signaling.

To explore how the 5-HTp receptor
functioned, Greengard and his colleagues
conducted laboratory tests to determine
with what proteins the receptors interacted.
They found the interaction with p11 and
hypothesized that p11 played a role in re-
cruiting serotonin receptors to the cell sur-
face, where they are functional.

Greengard and his colleagues suspected
that p11 levels might be directly involved in
the development of depression, anxiety, and
similar psychiatric illnesses thought to in-
volve faulty serotonin receptors. The re-
searchers next examined p11 levels in post-
mortem samples from the brains of
depressed patients and a mice model of de-
pression (called “helpless mice”) and com-
pared the levels with those found in non-
depressed humans and normal mice. Levels
of p11 were found to be substantially lower
in depressed humans and the “helpless”
mice.

“Mice deficient in this protein—pl1—
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display depressionlike behaviors, while those
with sufficient amounts behave as if they
have been treated with antidepressants,”
Greengard said in a prepared statement.

“This new-found protein,” added Elias
Zerhouni, M.D., director of the National
Institutes of Health (which funded Green-
gard’s work through grants from the Na-
tional Institute of Mental Health), “may
provide a more specific target for new treat-
ments for depression, anxiety disorders, and
other psychiatric conditions thought to in-
volve malfunctions in the serotonin system.”

Greengard’s team next examined the ef-
fect of treatments that are used in humans
and designed to boost weak serotonin sys-
tems on p11 levels in brain cells by admin-
istering two types of antidepressants—one
tricyclic, the other a monoamine oxidase
inhibitor. They also tested the effect of elec-
troconvulsive stimulation in rats.

“These three different ways of treating
depression all caused an increase in the
amount of p11 in the brains of these mice,”
Greengard said. “They work in totally dif-
ferent ways, but in all cases they caused the
same biochemical change. So, it is pretty
convincing that p11 is associated with the

main therapeutic action of antidepressant
drugs.”

The researchers then altered the ex-
pression of the gene coding for p11 in mice.
As they hypothesized, mice with increased
expression of the pl1 gene acted “less de-
pressed.” In addition, on examination of
brain tissue from these mice, the researchers
saw increased levels of 5-HT' g receptors
at the cell surface.

The researchers reached the opposite
conclusion when they molecularly knocked
out the p11 gene in mice. Compared with
control mice, the knockout mice had fewer
5-HTp receptors at the cell surface, had
reduced levels of serotonin signaling, had
decreased responsiveness to sweet rewards,
and were less active (all signs considered to
be “depressionlike” in mice).

In an accompanying editorial, Trevor
Sharp, M.D., an Oxford University phar-
macologist, wrote, “Overall, [these find-
ings] represent compelling evidence that
p11 has a pivotal role in both the cause of
depression and perhaps its successful treat-
ment.” Sharp noted that depression and the
relief of its symptoms “are likely to be in-
fluenced by many different genes,” and the
current report adds to the list, “not just
through the addition of p11, but also the
large number of serotonin receptor-inter-
acting proteins that pl1 represents.”

Sharp concluded, “The case for pl1 as
a key molecule in mood regulation is con-
vincing, and it is now timely for transla-
tional science to take this exciting devel-
opment to the next step.”

An abstract of “Alterations in 5-HTp
Receptor Function by p11 in Depression-

Mood and p11

Increased levels of the protein p11 increase the
number of 5HT-1g receptors on the cell membrane,
allowing for increased binding of serotonin (5HT)
across the synapse.

Decreased p11 expression

5-HT, g receptor & /p11
@
000 ¢
Synapse serotonin
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serotonin

synapse

Source: Science Magazine, January 6, 2006

Like States” is posted at <www.science
mag.ovg/cgi/content/abstract/311/5757/
77>. 1

Benefits of Alzheimer’s Drug
Evident One Year Later

Long-term treatment with memantine may delay the inevitable decline in
cognitive function, slow the loss of activities of daily living, and reduce
behavioral symptoms associated with Alzheimer’s disease.

receptor antagonist, memantine, ap-

pears to provide significant benefits
to patients with moderate to severe
Alzheimer’ disease for as long as one year,
researchers said last month.

The N-methyl-D-aspartate (NMDA)

The new data come from a 24-week
open-label extension study that followed a
28-week randomized, double-blind, placebo-
controlled study of memantine in 252 pa-
tients with moderate to severe Alzheimer’s.
The new report appeared in the January
Avchives of Neurology. Data from the double-
blind, first phase of the study were published
in the April 3, 2003, New England Fournal of
Medicine (Psychiatric News, May 2, 2003).

“This study demonstrates that it is pos-
sible to alleviate some of the cognitive and
functional losses associated with the later
stages of Alzheimer’s, providing a basis for
greater optimism on the part of caregivers,”
said principal investigator Barry Reisberg,
M.D., in a press release. Reisberg, a pro-
fessor of psychiatry at New York Univer-
sity (NYU) School of Medicine, was the
lead author of both reports.

Both phases of the study were funded
by the German company Merz Pharma-
ceutical GmbH, which developed the drug
and markets it worldwide outside the
United States. Memantine is marketed as

BY JIM ROSACK

Namenda in the United States by Forest
Pharmaceuticals.

“Our study verifies that this medication
continues to be beneficial and is safe, with
remarkably few side effects,” added Reis-
berg, who is also the director of the Sil-
berstein Aging and Dementia Research
Center at NYU.

The researchers used the same primary
efficacy measures during both phases of the
study: change in patients’ scores on the 19-
item Alzheimer’s Disease Cooperative
Study—Activities of Daily Living Scale, mod-
ified for severe dementia (ADCS-ADL),
and the New York University version of the
Clinician’s Interview-Based Impression of
Change plus caregiver input (CIBIC-Plus).

Reisberg and his colleagues previously
reported that memantine significantly
slowed the rate of decline in patients who
took the drug for the first 28 weeks of dou-
ble-blind therapy, compared with those
taking placebo. In fact, ADCS-ADL scores
for those taking memantine signaled a small
but statistically significant improvement
during the first four weeks of the first phase
of the study (see chart).

During the open-label phase of the
study, the patients who were switched from
placebo to memantine for the remaining
24 weeks exhibited a significantly slower

rate of decline in ADCS-ADL scores com-
pared with their mean rate of decline while
taking placebo during the double-blind
phase. However, for patients who were tak-
ing memantine during the first 28 weeks
and continued to take the drug for the re-
maining 24 weeks of open-label therapy,
the rate of decline in scores on the ADCS-
ADL increased, especially in the final 12
weeks (weeks 40 through 52) of the study.
Switching to memantine at week 28 was
also associated with a significantly decreased
rate of decline in scores on the CIBIC-Plus
compared with the mean rate of decline for

placebo during the double-blind period.
Overall, the most commonly reported ad-
verse events associated with memantine dur-
please see Benefits on page 22

Decline Slowed

Memantine was associated with significant delays
in patient decline on the ADCS-ADL scale over one
year.

@==» Memantine
Placebo
e e o » Projected decline without medication
2

Worsening

Mean change on ADCS-ADL scale

4 12 28 40 52
Study week
Double-blind phase  Open-label extension

Source: Barry Reisberg, M.D., et al., Archives of Neurology, January 2006
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Now the most prescribed atypical*

To help patients achieve continued success'*

To help patients stay on treatment'®

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar |
disorder, as either monotherapy or adjunct therapy with lithium or divalproex, and the
treatment of schizophrenia. Patients should be periodically reassessed to determine the
need for continued treatment.

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

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia. A
rare condition referred to as neuroleptic malignant syndrome has been reported with this
class of medications, including SEROQUEL.

Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar
coma, or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Patients starting treatment with atypical antipsychotics 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.

Precautions include the risk of seizures, orthostatic hypotension, and cataract development.
The most commonly observed adverse events associated with the use of SEROQUEL in
clinical trials were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal pain,
postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.
*All atypical prescriptions: Total prescriptions. Jan. 05-Sept. 05. New prescriptions. Sept. 04-
Sept. 05. IMS Health. National Prescription Audit.

tSignificant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania trials.
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Beta-Amyloid Findings Could
Be Alzheimer’s Marker

Washington University researchers find that high levels of amyloid
plaques in the brain are accompanied by low levels of amyloid-42 in

cerebrospinal fluid, and vice versa.

he Holy Grail for re-
searchers studying
Alzheimer’s disease is an

imaging system or bio-

marker to help diagnose

the illness or at least document its progress.
A new study from researchers at Wash-
ington University in St. Louis takes a step
in that direction by combining PET scan

imaging and cerebrospinal fluid (CSF)

BY AARON LEVIN

analysis. The process compared the extent
of beta-amyloid plaques in the brain with
levels of related protein fragments in CSF
or blood plasma.

Using PET technology, researchers led
by Anne Fagan, Ph.D., a research associ-
ate professor of neurology at the Wash-
ington University School of Medicine,
scanned the brains of 24 people aged 48
to 83 to find concentrations of plaques

containing beta-amyloid. They used an
amyloid-binding agent, Pittsburgh Com-
pound B (PIB), provided by investigators
at the University of Pittsburgh. Some par-
ticipants were cognitively normal while
others had very mild, mild, or moderate
dementia.

Fagan and her colleagues from the
Washington University Alzheimer’s Dis-
ease Research Center also tested CSF and
blood plasma for several proteins using en-
zyme-linked immunosorbent assays.

They found no relation between PIB
binding and the proteins amyloid-40, tau,
phosphor-taul81 in CSE, and amyloid-40
and amyloid-42 in plasma. However, they
did observe an inverse relationship between
amyloid-42 in CSF and PIB binding at beta-
amyloid plaques in the brain.

“Subjects fell into two nonoverlapping
groups: those with positive PIB binding had
the lowest CSF amyloid-42 level, and those

BRIEF_SUMMARY of Prescribing Information—Before prescribing, please consult complete
Prescribing

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 placeho-controlled trials (modal duration of
10 weeks) in these patients revealed a risk of death in the drug-treated patients of between 1.6
to 1.7 times that seen in placebo-treated patients. Over the course of a typical 10 week controlled
trial, the rate of death in drug-treated patients was ahout 4.5%, compared to a rate of about 2.6%
in the placebo group. Although the causes of death were varied, most of the deaths appeared to
be either cardiovascular (eg, heart failure, sudden death) or infectious (eg, pneumonia) in
nature. SEROQUEL (quetiapine) is not approved for the treatment of patients with Dementia-
Related Psychosis.

therapy does not affect them adversely. Priapism: One case of priapism in a patient receiving SEROQUEL has
been reported prior to market introduction. While a causal relationship to use of SEROQUEL has not been estab-
lished, other drugs with alpha-adrenergic blocking effects have been reported to induce priapism, and it is pos-
sible that SEROQUEL may share this capacity. Severe priapism may require surgical intervention. Body
Temperature Regulation: Afthough not reported with SEROQUEL, disruption of the body’s ability to reduce
core body temperature has been attributed to antipsychotic agents. Appropriate care is advised when prescrib-
ing SEROQUEL for patients who will be experiencing conditions which may contribute to an elevation in core
body temperature, e.9., exercising strenuously, exposure to extreme heat, receiving concomitant medication with
anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal dysmatiity and aspiration have
been associated with antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and mor-
tality in elderly patients, in particular those with advanced Alzheimer's dementia. SEROQUEL and other antipsy-
ChDIIC drugs should be used cautiously in patients at risk for aspiration pneumonia. Suicide: The possibility of
ptis inherent in bipolar disorder and schizophrenia; close supervision of high risk patients should

INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the treatment of acute manic episodes
associated with bipolar | disorder, as either monotherapy or adjunct therapy to lithium or divalproex. The effica-

cy of SEROQUEL in acute bipolar mania was established in two 12-week monotherapy trials and one 3-week
adjunct therapy trial of bipolar | patients initially hospitalized for up to 7 days for acute mania. Effectiveness has
not been systematically evaluated in clinical trials for more than 12 weeks in monotherapy and 3 weeks in adjunct
therapy. Therefore, the physician who elects to use SEROQUEL for extended periods should periodically re-eval-
uate the long-term risks and benefits of the drug for the individual patient. Schizophrenia: SEROQUEL is
indicated for the treatment of schizophrenia. The efficacy of SEROQUEL in schizophrenia was established in
short-term (6-week) controlled trials of schizophrenic inpatients. The effectiveness of SEROQUEL in long-term
use, that is, for more than 6 weeks, has not been systematically evaluated in controlled trials. Therefore, the
physician who elects to use SEROQUEL for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this
medication or any of its ingredients.

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 com-

pared to placebo. SEROQUEL (quetiapine) is not approved for the treatment of patients with dementia-relat-
ed psychosis (see Boxed Warning). Neuroleptic Malignant Syndrome gmls) A potentially fatal symptom
complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association
with administration of antipsychotic drugs, including SEROQUEL. Rare cases of NMS have been reported with
SEROQUEL. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evi-

dence of autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dys-

rhythmia). Additional signs may include elevated creatine
and acute renal failure. The diagnostic evaluation of patients with this syndrome Is complicated. In arriving at a
diagnosis, tis important to exclude cases where the clinical presentation includes both serious medical illness
(2., pneumonia, systemic infection, etc.) and umreated ormadequate\y treated extrapyramidal signs and symp-

toms (EPS). Other important inth | diagnosis include central anticholinergic toxicity, heat
stroke, drug fever and primary central nervous system (CNS) pathology. The management of NMS should include:
1) immediate discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy; 2|
intensive symptomatic treatment and medical monitoring; and 3) treatment of any concomitant serious medical
problems for which specific treatments are available. There is no general agreement about specific pharmaco-

logical treatment regimens for 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 mon-

itored since recurrences of NMS have been reported. Tardive Dyskinesia: A syndrome of potentilly ireversible,
involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. Although the preva-

lence 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 treatment and the total cumulative dose of antipsychotic drugs adminis-
tered to the patient increase. However, the syndrome can develop, although much less commonly, after relativel

brief treatment 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-

{erm course of the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a man-

ner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients who appear to suffer from a chronic illness that (1) is known to respond to
antipsychotic 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 treat-
ment should be reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on
SEROQUEL, drug discontinuation should be considered. However, some patients may require treatment with
SEROQUEL despite the presence of the syndrome. 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 SEROQUEL. 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 melli-

1us in the general population. Given these confounders, the relationship between atypical antipsychotic use and
hyperglycemia-related adverse events is not completely understood. However, epidemiological studies suggest
an increased risk of treatment-emergent hyperglycemia-related adverse events in patients treated with the atyp-
ical antipsychotics. Precise risk estimates for hyperglycemia-related adverse events in patients treated with atyp-
ical 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 fac-
fors for diabetes melltus (eg, obesity, family history of diabetes) who are starting treatment with atypical antipsy-
chotics should undergo fasting blood glucose testing at the beginning of treatment and periodically during treat-
ment. 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 resolved when the atypical antipsychotic was discontinued; however, some patients requlred
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated
with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration period,
probably reflecting its o-adrenergic antagonist properties. Syncope was reported in 1% (23/2567) of the
patients treated with SEROQUEL, compared with 0% (0/607) on placebo and about 0.4% (2/527) on active
control drugs. SEROQUEL 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 which would predispose patients to hypotension (dehydration, hypov-
olemia and treatment with antihypertensive medications). The risk of orthostatic hypotension and syncope may
be minimized by limiting the initial dose to 25 mg bid. If hypotension occurs during titration to the target dose,
areturn to the previous dose in the titration schedule is appropriate. Cataracts: The development of cataracts
was observed in association with quetiapine treatment in chronic dog studies. Lens changes have also een
observed in patients during long-term SEROQUEL treatment, but a causal relationship to SEROQUEL use has
not been established. Nevertheless, the possibility of lenticular changes cannot be excluded at this time.
Therefore, examination of the lens by methods adequate to detect cataract formation, such as slit lamp
exam or other appropriately sensitive methods, is recommended at initiation of treatment or shortly
thereafter, and at 6 month intervals during chronic treatment. Seizures: During clinical trials, seizures
occurred in 0.6% (18/2792) of patients treated with SEROQUEL compared to 0.2% (1/607) on placebo and 0.7%
(4/527) on active control drugs. As with other antipsychotics SEROQUEL 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.
Hypothyroidism: Clinical rials with SEROQUEL demonsirated a dose-related decrease in total and free thyrox-

ine (T4) of approximately 20% at the higher end of the therapeutic dose range and was maximal in the first two
to four weeks of treatment and maintained without adaptation or progression during more chronic therapy.
Generally, these changes were of no clinical significance and TSH was unchanged in most patients, and lev-
els of TBG were unchanged. In nearly all cases, cessation of SEROQUEL treatment wias associated with a
reversal of the effects on total and free T4, irrespective of the duration of treatment. About 0.4% (12/2791) of
SEROQUEL patients did experience TSH increases in monotherapy studies. Six of the patients with TSH increas-

es needed replacement thyroid treatment. In the mania adjunct studies, where SEROQUEL was added to lithium
or divalproate, 12% (24/196) of SEROQUEL treated patients compared to 7% (15/203) of placebo treated patients
had elevated TSH levels. Of the SEROQUEL treated patients with elevated TSH levels, 3 had simultaneous low
free T4 levels. Cholesterol and Triglyceride Elevations: In schizophrenia trials, SEROQUEL treated patients had
increases from baseline in cholesterol and triglyceride of 11% and 17%, respectively, compared to slight
decreases for placebo patients. These changes were only weakly related to the increases in weight observed in
SEROQUEL treated patients. Hyperprolactinemia: Although an elevation of prolactin levels was not demonstrat-
ed in clinical trials with SEROQUEL, increased prolactin levels were observed in rat studies with this compound,

and were associated with an increase in mammary gland neoplasia in rats (see Carcinogenesis). Tissue culture
experiments indicate that approximately one-third of human breast cancers are prolactin dependent in vifro, a fac-

tor of potential impartance if the prescription of these drugs is contemplated in a patient with previously detect-

ed breast cancer. Although suich as amenorrhea, and impotence
have been reported with prolactin-elevating compounds, the clinical significance of elevated serum prolactin
levels is unknown for most patients. 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. Transaminase Elevations:

Asymptomatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reported.

In schizophrenia trials, the proportions of patients with transaminase elevations of > 3 times the upper limits of
the normal reference range in a pool of 3- to 6-week placebo-controlled trials were approximately 6% for
SEROQUEL compared to 1% for placebo. In acute bipolar mania trials, the proportions of patients with transam-

inase elevations of > 3 times the upper limits of the normal reference range in a pool of 3- to 12-week placebo-

controlled trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usually
occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels with ongoing treat-

ment with SEROQUEL. Potential for Cognitive and Motor Impairment: Somnolence was a commonly reported
adverse event reported in patients treated with SEROQUEL especially during the 3-5 day period of initial
dose-titration. In schizophrenia trials, somnolence was reported in 18% of patients on SEROQUEL compared to
11% of placebo patients. In acute bipolar mania trials using SEROQUEL as monotherapy, somnolence was
reported in 16% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipolar mania trials
using SEROQUEL as adjunct therapy, somnolence was reported in 34% of patients on SEROQUEL compared to
9% of placebo patients. Since SEROQUEL 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 SEROQUEL
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accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets con-
sistent with good patient management in order to reduce the risk of overdose. Use in Patients with Concomitant
lliness: Clinical experience with SEROQUEL in patients with certain concomitant systemic illnesses is limited.
SEROQUEL 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 orthostatic hypotension with SEROQUEL, caution should
be observed in cardiac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised
to discuss the following issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotension:
Patients should be advised of the risk of orthostatic hypotension, especially during the 3-5 day period of initial
dose titration, and also at times of re-initiating treatment or increases in dose. Interference with Cognitive and
Motor Performance: Since somnolence was a commonly reported adverse event associated with SEROQUEL
treatment, patients should be advised of the risk of somnolence, especially during the 3-5 day period of initial
dose titration. Patients should be cautioned about performing any activity requiring mental alertness, such as
operating a motor vehicle (including automobiles) or operating hazardous machinery, until they are reasonably
certain that SEROQUEL therapy does not affect them adversely. Pregnancy: Patients should be advised to
notify their physician if they become pregnant or intend to become pregnant during therapy. Nursing: Patients
should be advised not to breast feed if they are taking SEROQUEL. Concomitant Medication: As with other
medications, patients should be advised to notify their physicians if they are taking, or plan to take, any pre-
scription or over-the-counter drugs. Alcohol: Patients should be advised to avoid consuming alcoholic bever-
ages while taking SEROQUEL. Heat Exposure and Dehydration: Patients should be advised regarding appropri-
ate care in avoiding overheating and dehydration. Laboratory Tests: No specific laboratory tests are recom-
mended. Drug Interactions: The risks of using SEROQUEL in combination with other drugs have not been exten-
sively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, caution should be used
when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the cognitive and
motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic beverages
should be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL may
enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quetiapine
(250 mg tid) and phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased
doses of SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving
quetiapine and phenytoin, or other hepatic enzyme inducers (e.g., carbamazepine, barbiturates, rifampin, gluco-
corticoids). Caution should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.g., valproate).
Divalproex: Coadministration of quetiapine (150 mg bid) and divalproex (500 mg bid) increased the mean max-
imum plasma concentration of quetiapine at steady-state by 17% without affecting the extent of absorption or
‘mean oral clearance. Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg
bid) by 65%. Cimetidine: Administration of multiple daly doses of cimetidine (400 mg tid for 4 days) resulted
ina 20% decrease in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is
not required when it is given with cimetidine. P450 3A Inhibitors: Coadministration of ketoconazole (200 mg
once daily for 4 days), a potent inhibitor of cytochrome P450 3A, reduced oral clearance of quetiapine by 84%,
resulting in a 335% increase in maximum plasma concentration of quetiapine. Caution is indicated when SERO-
QUEL is administered with ketoconazole and other inhibitors of cytochrome P450 3A (e.g., itraconazole, flu-
conazole, and erythromycin). Fluoxetine, Imipramine, Haloperidol, and Risperidone: Coadministration of flu-
oxeting (60 mg once daily); imipramine (75 mg bid), haloperidol (7.5 mg bid), or risperidone g mg bid)
with quetiapine (300 mg bid) did not atter the steady-state pharmacokinetics of quetiapine. Effect of Quetiapine
on Other Drugs: Lorazepam: The mean oral clearance of lorazepam (2 mg, single dose) was reduced by 20%
in the presence of quetiapine administered as 250 mg tid dosing. Divalproex: The mean maximum concentra-
tion and extent of absorption of total and free valproic acid at steady-state were decreased by 10 to 12% when
divalproex (500 mg bid) wias administered with quetiapine (150 mg bid). The mean oral clearance of total val-
prowc acid (administered as divalproex 500 mg bid) was increased by 11% in the presence of quetiapine (150 mg
The changes were not significant. Lithium: Concomitant administration of quetiapine (250 mg tid) with
I\thlum had no effect on any of the steady-state pharmacokinetic parameters of lithium. Antipyrine:
Administration of multiple daily doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects with select-
ed psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of
antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar
rats. Quetiapine was admmlstered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gav-
age at doses of 25, 75, and 250 mg/kg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 imes
the maximum human dose (800 mg/day) on a mg/m2 basis (mice) or 0.3, 0.9, and 30 times the maximum
human dose on a mg/m? basis (rats). There were statistically significant increases in thyroid gland follicular ade-
nomas in male mice at doses of 250 and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m?
basis and in male rats at a dose of 250 mg/kg or 3.0 times the maximum human dose on a mg/m basis.
Mammary gland adenocarcinomas were statistically significantly increased in female rats at all doses tested (25,
75, and 250 mg/kg or 0.3, 0.9, and 3.0 times the maximum recommended human dose on a m/me basis).
Thyroid follicular cell adenomas may have resulted from chronic stimulation of the thyroid gland by thyroid stim-
ulating hormone (TSH) resulting from enhanced metabolism and clearance of thyroxine by rodent liver. Changes
in TSH, thyroxine, and thyroxine clearance consistent with this mechanism were observed in subchronic toxici-
ty studies in rat and mouse and in a 1-year toxicity study in rat, however, the results of these studies were not
definitive. The relevance of the increases in thyroid follicular cell adenomas to human risk, through whatever
mechanism, is unknown. Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents.
Serum measurements in a 1-yr toxicity study showed that quetiapine increased median serum prolactin levels a
maximum of 32- and 13-fold in male and female rats, respectively. Increases in mammary neoplasms have been
found in rodents after chronic administration of other antipsychotic drugs and are considered to be prolactin-
mediated. The relevance of this increased incidence of prolactin-mediated mammary gland tumors in rats to
human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis: The mutagenic
potential of quetiapine was tested in six in viro bacterial gene mutation assays and in an in vitro mammalian
gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentrations of quetiapine may
not have been used for all tester strains. Quetiapine did produce a reproducible increase in mutations in one
Salmonella typhimurium tester strain in the presence of metabolic activation. No evidence of clastogenic poten-
tial was obtained in an in vitro chromosomal aberration assay in cultured human lymphocytes or in the in vivo
micronucleus assay in rats. Impairment of Fertility: Quetiapine decreased mating and fertility in male Sprague-
Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on a mg/m?
basis. Drug-related effects included increases in interval to mate and in the number of matings required for suc-
cessful impregnation. These effects continued to be observed at 150 mo/kg even after a two-week period with-
out treatment. The no-effect dose for impaired mating and fertlity in male rats was 25 mg/kg, or 0.3 times
the maximum human dose on a mg/m? basis. Quetiapine adversely affected mating and fertiity in female
Sprague-Dawley rats at an oral dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m? basis.
Drug-related effects included decreases in matings and in matings resulting in pregnancy, and an increase in the
interval to mate. An increase in irregular estrus cycles was observed at doses of 10 and 50 mg/kg, or 0.1
and 0.6 times the maximum human dose on a mg/m? basis. The no-gffect dose in female rats was 1 mg/kg, or
0.01 times the maximum human dose on a mg/m? basis. Pregnancy: Pregnancy Category C: The teratogenic
potential of quetiapine was studied in Wistar rats and Dutch Belted rabbits dosed during the period of organo-
qenesis. No evidence of a teratogenic effect was detected in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 imes
the maximum human dose on a mg/mz basis or in rabbits at 25 to 100 mg/kg or 0.6 to 2.4 times the maximum
human dose on a mg/m? basis. There was, however, evidence of embryo/fetal toxicity. Delays in skeletal ossi-
fication were detected in rat fetuses at doses of 50 and 200 mg/kg (0.6 and 2.4 times the maximum human
dose on a mg/m? basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the maximum human dose on
amg/m? basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetuses at 100 mg/kg
2.4 times the maximum human dose on a mg/m? basis for both species). There was an increased incidence of
aminor soft tissue anomaly (carpal/tarsal flexure) in rabbit fetuses at a dose of 100 mg/kg (2.4 times the max-
imum human dose on a mg/m? basis). Evidence of maternal toxicity (i.e., decreases in body weight gain and/or
death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a peri/postnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg or 0.01, 0.12, and
0.24 times the maximum human dose on a mg/m? basis. However, in a preliminary peri/postnatal study, there
were increases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times the max-
imum human dose on amg/m? basis. There are no adequate and well-controlled studies in pregnant women and
quetiapine should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Labor and Delivery: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mothers:
SEROQUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excret-
ed in human milk. It is recommended that women receiving SEROQUEL should not breast feed. Pediatric Use:
The safety and effectiveness of SEROQUEL in pediatric patients have not been established. Geriatric Use: Of
the approximately 3400 patients in clinical studies with SEROQUEL, 7% (232) were 65 years of age or over.
In general, there was no indication of any different tolerability of SEROQUEL in the elderly compared to
younger adults. Nevertheless, the presence of factors that might decrease pharmacokinetic clearance,
increase the pharmacndynamm response to SEROQUEL, or cause poorer tolerance or orthostasis, should lead
to consideration of a lower starting dose, slower titration, and careful monitoring during the initial dosing peri-
od in the elderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patients
when compared to younger patients.
ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consist-
ing of over 3000 patients. Of these 3000 subjects, 2700 (2300 in
and 405 in acute bipolar mania) were patients who participated in multiple dose effectiveness trials, and
their experience corresponded to approximately 914.3 patient-years.Refer to the full Prescribing Information
for defails of adverse event data collection. Adverse Findings Observed in Short-Term, Controlled Trials:
Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials:
Bipolar Mania: Overall, discontinuations due to adverse events were 5.7% for SEROGUELVS 5.19% for place-

Treated Patients in Short-Term, Placebo-Controlled Trials: The following treatment-emergent adverse events
that occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 1%
or more of patients treated with SEROQUEL (doses ranging from 75 to 800 mg/day) where the incidence in
patients treated with SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-
Emergent Adverse Experience Incidence in 3- to 12-Week Placebo-Controlled Clinical Trials for the
Treatment of Schizophrenia and Bipolar Mania (monotherapy): Body as a Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovascular: Tachycardia, Postural Hypotension; Digestive: Dry
Mouth, Constipation, Vomiting, Dyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased;
Metaholic and Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence,
Dizziness, Anxiety; Respiratory: Pharyngitis, Rhinitis; Skin and Appendages: Rash; Special Senses:
Amblyopia. "Events for which the SEROQUEL incidence was equal to or less than placebo are not listed, but
included the following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyra-
midal syndrome, hostity, hypertension, hypertonia, hypotension, increased appetite, infection, insomnia,
leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema, sweating, tremor, and weight loss. In
these studies, the most commonly observed adverse events associated with the use of SEROQUEL (inci-
dence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of placebo were somnolence
(18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT increased (5%), weight gain (5%), and dys-
pepsia (5%). Table 2 enumerates the incidence of treatment-emergent adverse events that occurred during
therapy (up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging
from 100 to 800 mg/day) used as adjunct therapy to lithium and divalproex where the incidence in patients
treated with SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent
Adverse Experience Incidence in 3-Week Placebo-Controlled Clinical Trials for the Treatment of Bipolar
Mania (Adjunct Therapy): Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular:
Postural Hypotension; Digestive: Dry Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nervous:
‘Somnolence, Dizziness, Tremor, Agitation; Respiratory: Pharyngitis. ‘Events for which the SEROQUEL incidence
was equal to or less than placebo are not listed, but included the following: akathisia, diarrhea, insomnia, and
nausea. In these studies, the most commonly observed adverse events associated with the use of SEROQUEL
(incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of placebo were somno-
lence (34%), dry mouth (19%), asthenia (10%), constipation (10%), abdominal pain (7%), postural hypoten-
sion (7%), pharyngitis (6%), and weight gain (6%). Dose Dependency of Adverse Events in Short-Term,
Placeho-Controlled Trials: Dose-related Adverse Events: Spontaneously elicited adverse event data from a
study of schizophrenia comparing five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and
750 mg/day) to placebo were explored for dose-relatedness of adverse events. Logistic regression analyses
revealed a positive dose response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and
wieight gain.Extrapyramidal Symptoms: Data from one 6-week clinical trial of schizophrenia comparing five
fixed doses of SEROQUEL (75, 150, 300, 600, 750 mg/day) provided evidence for the lack of treatment-emer-
gent extrapyramidal symptoms (EPS) and dose-relatedness for EPS associated with SEROQUEL treatment.
Three methods were used to measure EPS: (1) Simpson-Angus total score (mean change from baseling) which
evaluates parkinsonism and akathisia, (2) incidence of spontaneous complaints of EPS (akathisia, akinesia, cog-
wheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and tremor), and (3) use of anti-
cholinergic medications to treat emergent EPS. Vital Signs and Laboratory Studies: Vital Sign Changes:
SEROQUEL is associated with orthostatic hypotension (see PRECAUTIONS). Weight Gain: In schizophrenia tri-
als the proportions of patients meeting a weight gain criterion of >7% of body weight were compared in a pool
of four 3- to 6-week placebo-controlled clinical trials, revealing a statistically significantly greater incidence of
weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the proportions of
patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania adjunct
therapy trials the proportion of patients meeting the same weight criterion were 13% compared to 4% for
placebo. Laboratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it
is associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglycerides (see
PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials revealed no
clinically important differences between SEROQUEL and placebo. ECG Changes: Between group comparisons for
pooled placebo-controlled trials revealed no statistically significant SEROQUEL/placebo differences in the
proportions of patients experiencing potentially important changes in ECG parameters, including QT, QTc, and
PR intervals. However, the proportions of patients meeting the criteria for tachycardia were compared in four
3-to B-week placebo-controlled clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence
for SEROQUEL compared to 0.8% (1/156) incidence for placebo. In acute (monmhempy) bipolar mania trials
the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL compared to
0% (0/178) incidence for placebo. In acute bipolar mania (adjunct) trials the proportions of patients meeting
the same criteria was 0.6% (1/166) for SEROQUEL compared to 0% (0/171) incidence for placebo. SEROQUEL
use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a
mean increase of 1 beat per minute among placebo patients. This slight tendency to tachycardia may be related
fo SEROQUEL's potential for inducing orthostatic changes (see PRECAUTIONS). Other Adverse Events
Observed During the Pre-Marketing Evaluation of SEROQUEL: Following is a list of COSTART terms that reflect
freatment-emergent adverse events as defined in the introduction to the ADVERSE REACTIONS section reported
by patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase of a trial within the premar-
keting database of approximately 2200 patients treated for schizophrenia. All reported events are included except
those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was remote, and
those event terms which were so general as to be uninformative. It is important to emphasize that, although the
events reported occurred during treatment with SEROQUEL, 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 i 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. Nervous
System: Frequent: hypertonia, dysarthria; Infrequent: abnormal dreams, dyskinesia, thinking abnormal, tardive
dyskinesia, vertigo, involuntary movements, confusion, amnesia, psychosis, hallucinations, hyperkmema libido
increased, urnary retention, incoordinaton, paranoid reaction, abnormal gait, myoclonus, delusions, manic
reaction, apathy, ataxia, depersonahzatmn stupor, bruxism, catatonic reaction, hemiplegia; Rare: aphasia,
buccog\ossa\ syndrome choreoathetosis, delirium, emotional lability, euphoria, fibido decreased” neuralg\a
stuttering, subdural hematoma. Body as a Whole: Frequent: flu syndrome; Infrequent: neck pain, pe\wc pain’,
suicide attempt, malaise, photosensitivty reaction, chils, face edema, moniliasis; Rare: abdomen enlarged.
Digestive System: Frequent: anorexia; Infrequent: increased salivation, increased appetite, gamma glutamy!
transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenteritis, gastritis, hemorrhoids, stomatitis,
thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum hemorrhage, mouth ulceration, rectal hem-
orrhage, tongue edema; Rare: glossitis, hematemesis, intestinal obstruction, melena, pancreatitis.
Cardiovascular System: Frequent: palpitation; Infrequent: vasodilatation, QT interval prolonged, migraine,
bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundle branch block, cerebrovascular
accident, deep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fibrillation, AV block first
degree, congestive heart failure, ST elevated, thrombophlebitis, T wave flattening, ST abnormality, increased
QRS duration. Respiratory System: Frequent: pharyngitis, hinitis, cough increased, dyspnea; Infrequent: pneu-
monia, epistaxis, asthma; Rare: hiccup, hyperventilation. Metabolic and Nutritional System: Frequent:
peripheral edema; Infrequent: wieight loss, alkaline phosphatase increased, hyperlipemia, alcohol intolerance,
dehydration, hyperglycemia, creatinine increased, hypoglycemia; Rare: glycosuria, gout, hand edema,
hypokalemia, water intoxication. Skin and Appendages System: Frequent: sweating; Infrequent: pruritis, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer; Rare: exfoliative dermatis, psoriasis,
skin  discoloration. Umgennal System: Infrequent: dysmenorrhea*, vaginitis*, urinary incontinence,
metrorrhagia*, impotence®, dysuria, vaginal moniliasis*, abnormal EJaculauun cysrms urinary frequency,
amenorthea*, female lactation”, leukorhea” , vaginal hemnrrhage vu\vovagm\t\s orchitis*, Rare: gyneco-
mastia*, nocturia, polyuria, acute kidney failre. Special Senses: Infrequent: conjunctivitis, abnormal vision,
dry eyes tinnitus, taste perversion, blepharitis, eye pain; Rare: abnormality of accommodation, deafness,
glaucoma. Musculoskeletal System: Infrequent: pathological fracture, myasthenia, twitching, arthralgia,
arthritis, leg cramps, bone pain. Hemic and Lymphatic System: Freqmznl leukopenia; Infrequent:
, anemia, ecchymosis, eosinophilia, hyp anemia; cyanosis; Rare:
hemolysis, thrombocytopenia. Endocrine System: /nfrequent: hypothyroidism, diabetes mellitus; Rare: hyper-
thyroidism. *adjusted for gender. Post Marketing Experience: Adverse events reported since market introduction
which were temporally related to SEROQUEL therapy include: leukopenia/neutropena. If a patient develops a low
white cell count consider discontinuation of therapy. Possible risk factors for leukopenia/neutropenia include
pre-gxisting low white cell count and history of drug induced leukopenia/neutropenia. Other adverse events reported
since market introduction, which were temporaly related to SEROQUEL therapy, but not necessarily causally related,
include the following: is, anaphylaxis, is, syndrome of i
antidiuretic hormone secretion (SIADH), and Steven Johnson syndrome (SUS).
DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled substance.
Physical and Psychologic dependence: SEROQUEL has not been systematically studied, in animals or humans,
forits potential for abuse, tolerance or physical dependence. 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 misuse or abuse of SEROQUEL, e.g., development of tolerance,
increases in dose, drug-seeking behavior.
OVERDOSAGE: Human experience: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage was
limited in the clinical trial database (6 reports) with estimated doses ranging from 1200 mg to 9600 mg and no
fatalities. In general, reported signs and symptoms were those resulting from an exaggeration of the drug’s known
pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving an
estimated overdose of 9600 mg, was associated with hypokalemia and first degree heart block. In post-marketing
experience, there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or QTc
prolongation. Management of Overdosage: In case of acute overdosage, establish and maintain an airway and
ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and admin-
istration of activated charcoal together with a laxative should be considered. The possibility of obtundation, seizure
or dystonic reaction of the head and neck following overdose may create a risk of aspiration with induced emesis.
Cardiovascular monitoring should commence immediately and should include continuous electrocardiographic
monitoring to detect possible arrhythmias. If anti therapy is adminis
and quinidine carry a theoretical hazard of additive QT-prolonging effects when administered in patients with acute
overdosage of SEROQUEL. Similary it is reasonable to expect that the alpha-adrenergic-blocking properties of
bretylium might be additive to those of quetiapine, resulting in problematic hypotension. There is no specific anti-
dote to SEROQUEL. Therefore appropriate supportive measures should be insfituted. The possibility of muttiple
drug involvement should be considered. Hypotension and circulatory collapse should be treated with appropriate
measures such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not be
used, since beta stimulation may worszan hypotension in 1hesemng nfqumlapm'e‘mduced alpha blockade). In cases

bo in monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. QOver

there was litl difference in the incidence of discontinuation due to adverse events (4% for SEROQUEL vs. 3%
for placebo) in a pool of controled trials. Hoviever, dueto lence and wiere
considered to be drug related (see PRECAUTIONS):Somnolence 0.8% vs 0% for placebo and Hypotension
04% vs 0% for placebo. Adverse Events Occurring at an Incidence of 1% or More Among SEROQUEL

of symptom: Close medical supervision
and monitoring should continue umll the patient recovers.

SEROQUEL is a trademark of the AstraZeneca group of companies.
© AstraZeneca 2004, 2005
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with negative PIB binding had the highest
level,” wrote the researchers in an online
publication of their paper in the Annals of
Neurology.

Seven subjects showed positive PIB
binding and low CSF amyloid-42 levels.
Three of those subjects were diagnosed with
mild or moderate Alzheimer’s-type de-
mentia, and another with very mild symp-
toms.

However, three participants were cog-
nitively normal but had high PIB bind-
ing and low CSF levels of amyloid-42,
hinting that they were in such a preclin-
ical state. If these subjects eventually de-
velop dementia, this combined technique
may indeed prove useful for identifying
cases before they reach clinical status.
However, if patients such as these never
decline cognitively, it may show that
plaque number does not always predict
the disease.

Prior animal studies have suggested
that amyloid plaques in the brain may bind
beta-amyloid, reducing the movement of
soluble beta-amyloid between the brain
and the CSF, possibly accounting for the
inverse relationship, said the authors.
Heavy deposits of beta-amyloid plaques
at autopsy are diagnostic for Alzheimer’s
disease.

“These observations suggest that brain
amyloid deposition results in low CSF amy-
loid-42 and that amyloid imaging and CSF
amyloid-42 levels may potentially serve as
antecedent biomarkers of preclinical
Alzheimer’s disease,” Fagan said. “[They]
support the hypothesis that amyloid depo-
sition in the brain acts as a ‘sink,” resulting
in a new equilibrium between soluble and
deposited amyloid-42 in the central nerv-
ous system.”

“These measures hold potental for iden-
tifying individuals with Alzheimer’s disease
pathology before cognitive symptoms [ap-
pear], improving the accuracy of clinical di-
agnosis, and facilitating the testing of fu-
ture therapies,” said Fagan in a prepared
statement. “But it is important to recog-
nize that this is still a research study, and
the findings must be carefully validated be-
fore this approach can be considered for
clinical use.”

“We presently don’t have fully validated
imaging or biomarker measures that can
help us monitor the development or pro-
gression of Alzheimer’s in living people,”
commented Neil Buckholtz, Ph.D., chief
of the Dementias of Aging Branch at the
National Institute on Aging. “This study
represents one step in the progress being
made toward identifying clinically useful
biological measures for AD.”

The study was supported by the Na-
tional Institute on Aging and the Wash-
ington University General Clinical Re-
search Center, which is funded by the
National Institutes of Health.

An abstract of “Inverse Relation Be-
tween in Vivo Amyloid Imaging Load and
Cerebrospinal Fluid A42 in Humans” is
posted at <www3.interscience.wiley.com/cgi-
bin/abstract/112219062/ABSTRACT>.

Tasman Elected

ormer APA President Allan Tasman,

M.D., was elected secretary for educa-
tion of the the World Psychiatric Associa-
ton. Tasman, who will serve a six-year term,
is chair of psychiatry and behavioral sci-
ences at the University of Louisville. l
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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,
agitation, panic attacks, insomnia, irritability, hostility, impulsivity,
akathisia, hypomania, and mania have been reported and may
represent precursors to emerging suicidality. Stopping or
modifying therapy should be considered especially when
symptoms are severe, abrupt in onset, or not part of presenting
symptoms.

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

- Abrupt discontinuation or dose reduction has been associated with
discontinuation symptoms. Patients should be counseled on possible

Please see brief summary of Prescribing Information on adjacent page.

Reference: 1. Effexor XR® (venlafaxine HCI) Extended-Release and Effexor Inmediate-Release
Prescribing Information, Wyeth Pharmaceuticals Inc.
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discontinuation symptoms and monitored while discontinuing the
drug; the dose should be tapered gradually. See the Precautions
section of the Prescribing Information.

* The most common adverse events reported in EFFEXOR XR short-
term placebo-controlled MDD, generalized anxiety disorder
(GAD), social anxiety disorder (SAD), and/or panic disorder (PD)
trials (incidence >10% and >2x that of placebo) were anorexia,
asthenia, constipation, dizziness, dry mouth, ejaculation problems,
impotence, insomnia, nausea, nervousness, somnolence, and
sweating.

ONCE-DAILY

VENTAFAXINE HCl
EFFEXOR XR -

The change they deserve.




\/E/\/[AFAX/NE HCI .
EFFEXOR XR :::

BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Children and Adolescents
Antidepressants increased the risk of suicidal and

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:

behavior (suicidality) in short-term studies in children and
adolescents wﬂh Major Depressive Dlsurder (MDD) and other

ic s. 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 rlsk
of events ing suicidal thinking or
(suicidality) during the first few months of treatment in those
receiving antidepressants. The average risk of such events in
patients receiving antidepressants was 4%, twice the placebo risk
of 2%. No suicides occurred in these trials.

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

either i . Anxiety, agitation, panic
attacks, insomnia, |rr|tab|||ty, hostility, aggressweness 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 p: and Py iatric, should be alerted about the
need to monitor pati for the g ion, 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

anorexia was more commonly reported for Effexor XR
(8%) than placebo (4%) patients in MDD studies. The discontinuation rate
for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was
more commonly reported for Effexor XR (8%) than placebo (2%) patients
in GAD studies. The discontinuation rate for anorexia was 0.9% for up to
8 weeks in GAD studies. Treatment-emergent anorexia was more
commonly reported for Effexor XR (20%) than placebo (2%) patients in
SAD studies. The discontinuation rate for anorexia was 0.4% for up to
12 weeks in SAD studies. Treatment-emergent anorexia was more
commonly reported for Effexor XR (8%) than placebo (3%) patients in PD
studies. The discontinuation rate for anorexia was 0.4% for Effexor XR
patients in 12-week PD studies. Pediatric Patients: Decreased appetite
was seen in pediatric patients receiving Effexor XR. In GAD and MDD
trials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of
placebo patients had treatment-emergent anorexia. None of the patients
receiving Effexor XR discontinued for anorexia or weight loss. Activation
of Mania/Hypomania: Mania or hypomania has occurred during short-
term depression and PD studies. As with all drugs effective in the
treatment of MDD, Effexor XR should be used cautiously in patients with
a history of mania. Hyponatremia: Hyponatremia and/or the syndrome of
inappropriate antidiuretic hormone secretion (SIADH) may occur with
venlafaxine. Consider this in patients who are volume-depleted, elderly, or
taking diuretics. Mydriasis: Mydriasis has been reported; monitor
patients with raised intraocular pressure or at risk of acute narrow-angle
glaucoma (angle-closure glaucoma). Seizures: In all premarketing
depression trials with Effexor, seizures were reported in 0.3% of
venlafaxine patients. Use cautiously in patients with a history of seizures.
Discontinue in any patient who develops seizures. Abnormal Bleeding:
Abnormal bleeding (most commonly ecchymosis) has been reported.
Serum Cholesterol Elevation: Clinically relevant increases in serum
cholesterol were seen in 5.3% of venlafaxine patients and 0.0% of
placebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment.
Use in Patients With Concomitant lliness: Use Effexor XR cautiously in
patients with diseases or conditions that could affect hemodynamic
responses or metabolism. Venlafaxine has not been evaluated in patients
with recent history of Ml or unstable heart disease. Increases in QT
interval (QTc) have been reported in clinical studies. Exercise caution in
patients whose underlying medical conditions might be compromised by
increases in heart rate. In patients with renal impairment or cirrhosis of
the liver, the clearances of venlafaxine and its active metabolites were
decreased, prolonging the elimination half-lives. A lower dose may be
necessary; use with caution in such patients. Information for Patients—
Prescribers or other health professionals should inform patients, their
families, and their caregivers about the benefits and risks associated with
treatment with Effexor XR and should counsel them in its appropriate use.
A patient Medication Guide About Using Antidepressants in Children and
Teenagers is available for Effexor XR. The prescriber or health professional
should instruct patients, their families, and their caregivers to read the
Medication Guide and should assist them in understanding its contents.
Patients should be given the opportunity to discuss the contents of the
Medication Guide and to obtain answers to any questions they may have.
The complete text of the Medication Guide is available at
www.effexorxr.com or in the approved prescribing information. Patients
should be advised of the following issues and asked to alert their

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

prescriber if these occur while taking Effexor XR. Clinical W ing 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 ine or 0-C ine (ODV),

an antidepressant alone may increase the likelihood of pr ion of a
mixed/manic episode in patients at risk for bipolar disorder. Whether any
of the symptoms described above represent such a conversion is
unknown. Prior to initiating antidepressant treatment, patients with
depressive symptoms should be screened to determine if they are at risk
for bipolar disorder; such screening should include a detailed psychiatric
history, including a family history of suicide, bipolar disorder, and
depression. Effexor XR is not approved for use in treating bipolar
depression. Potential for Interaction with MAOIs—Adverse reactions,
some serious, have been reported in patients who recently
discontinued an MAOI and started on venlafaxine, or who recently
dlscontlnued venlafaxine prior to initiation of an MAOI. These
tremor, diaphoresis, nausea,

vomltlng flushlng, dizziness, hyperthermla with features resembling
p mallgnant Y , and death. Effexor XR
should not be used in combination with an MAOI or within at least
14 days of discontinuing treatment with an MAOI At least 7 days
should be allowed after stopping venlafaxine before starting an
MAOL. Hypertension—V xine 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

and ine 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 Crnax increased 88%, but the
haloperidol elimination half-life was unchanged. Lithium: A single dose of
lithium did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to
Plasma Proteins: Venlafaxine is not highly bound to plasma proteins;
coadministration of Effexor XR with a highly protein-bound drug should
not cause increased free concentrations of the other drug. Drugs That
Inhibit Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is
metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this
isoenzyme have the potential to increase plasma concentrations of
venlafaxine and decrease concentrations of ODV. No dosage adjustment is
required when venlafaxine is coadministered with a CYP2D6 inhibitor.
Concomitant use of venlafaxine with drug treatment(s) that potentially
inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for
venlafaxine, has not been studied. Use caution if therapy includes
venlafaxine and any agent(s) that produces simultaneous inhibition of
these two enzyme systems. Drugs 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, Cpax 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 @ ~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 Cpa. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine
75 mg by mouth every 12 hours did not alter the PK of a single 550-mg
dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of
diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active
Drugs: Use caution with concomitant use of venlafaxine and other CNS-
active drugs. Based on its mechanism of action and the potential for
serotonin syndrome, use caution when coadministering venlafaxine with
other drugs affecting the serotonergic neurotransmitter systems, such as
triptans, serotonin reuptake inhibitors, or lithium. Electroconvulsive
Therapy (ECT): There are no clinical data establishing the benefit of ECT
combined with Effexor XR treatment. Carcinogenesis, Mutagenesis,
Impairment of Fertility—Carcinogenesis: There was no increase in
tumors in mice and rats given up to 1.7 times the maximum
recommended human dose (MRHD) on a mg/m?* basis. Mutagenesis:
Venlafaxine and 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

the | ing 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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Increasing Use of CBT
Suggests Promising Future

Cognitive-behavioral therapy will be more widely used during the next
five to 10 years, predicts one of its developers. He bases his projec-
tions in part on what has occurred in Britain and Scandinavia.

ognitive-behavioral therapy

(CBT) is an amalgam of cog-

nitive therapy and behavioral

therapies able to help patients

counter negative thoughts

and behaviors underlying various mental

illnesses. Science has demonstrated that it
can pack quite a therapeutic wallop.

“There are more than 375 trials of cog-

nitive-behavioral therapy in the research

literature,” Donna Sudak, M.D., director

of psychotherapy training at Friends’ Hos-

pital in Philadelphia and a member of the

APA Committee on Psychotherapy by Psy-

chiatrists, told Psychiatric News. “There is

“The nice thing about
CBT is that you can use
it in a 15-minute ap-
pointment, a 60-minute
appointment, or on an
inpatient service.”

very robust evidence of its efficacy in de-
pression and in multiple anxiety disorders,
particularly generalized anxiety disorder,
obsessive-compulsive disorder, panic dis-
order, posttraumatic stress disorder, and so-
cial phobia.

In addition, she noted, there are data to
support its use as “an effective adjunctive
treatment for bipolar disorder and schiz-
ophrenia—not by any means as the sole
line of treatment, but in terms of increas-
ing medication adherence, decreasing hos-
pital days, and increasing patients’ re-
sponses to medication. There is also good
evidence of its efficacy in bulimia and as
an adjunct in the treatment of a number of
medical conditions—for example, chronic
pain, chronic headache, and irritable bowel
syndrome.”

In fact, of all the talk therapies, CBT is
“the most widely studied in controlled, clin-
ical trials,” added Bernard Beitman, M.D.,
chair of psychiatry at the University of Mis-
souri and a member of the APA Commit-
tee on Psychotherapy by Psychiatrists.

Anecdotal reports from psychiatrists also
underscore the value of CBT.

For example, Angela Harper, M.D., a
psychiatrist in private practice in Colum-
bia, S.C., once had a medical student as a
patient. “She had a lot of false beliefs about
her ability to do the work,” Harper recalled
during an interview. “Yet with the help of
a year’s worth of weekly CBT, she went
from being a C+ to B student to being a B+
to A student.”

H. Blair Simpson, M.D., Ph.D., an as-
sistant professor of clinical psychiatry at
Columbia University, uses CBT to help pa-
tients with obsessive-compulsive disorder.
She has seen patients make remarkable re-
coveries as a result. “It is a very moving
thing when you see someone combat their
disabling anxiety and gain their life back
with CBT,” Blair attested. “It can not only
reduce their symptoms, but also increase
their self-esteem in the process.”

BY JOAN AREHART-TREICHEL

And aside from the direct benefits that
CBT brings patients, psychotherapists see
other advantages.

Progress Can Be Rapid

“Generally compared with longer-term
psychotherapies, we see progress pretty rap-
idly, which is enormously rewarding for
therapists and patients,” said Judith Beck,
Ph.D., director of the Beck Institute for
Cognitive Therapy and Research in
Philadelphia and the daughter of Aaron
Beck, M.D., the father of CBT. “A lot of the
therapy is really oriented toward ‘How can I
help the patient have a better week?’” So we
are focusing on current problems. . . . We
are also teaching the patients how to use
the techniques, for example, breaking down
larger problems into smaller parts. These
are tools that they can use for the rest of
their lives.”

“The nice thing about CBT,” said
Harper, “is that you can use it in a 15-
minute appointment, in a 60-minute ap-
pointment, or on an inpatient service. It has
a lot of different utilities to it that other
psychotherapies don’t necessarily have.”

For example, she noted, “patients tend to
enjoy it because it is more interactive. They
get some feedback from you as a therapist
and also some helpful suggestions on what
they can do when they get home and things
to practice. And a lot of patients like home-
work for the simple reason that it gives them
something to work on between appoint-
ments, and they feel like they are getting
some therapeutic benefit between visits.”

One of the most gratifying aspects of
using CBT, Simpson pointed out, is that it
provides people “with a set of skills that
they can use on their own to master their
own problems.”

CBT Presents Several Challenges

Yet like any psychiatric treatment, CBT
has its drawbacks.

“A major challenge with CBT,” Beck ex-
plained, “is that the therapist has to learn the
cognitive formulation for each of the spe-
cific psychiatric disorders that she’ll be treat-
ing and has to learn how to vary treatment
for those disorders. [For example,] treat-
ment of panic disorder has some similari-
ties with treatment of depression, but it is
also different in important ways.”

Simpson agreed: “This is one of the big
research questions now, at least in anxiety
disorders: Is there one generic CBT that
one could teach therapists and that they
could then apply to the different anxiety
disorders?”

“Some of the patients don’t like to do
homework,” said Harper. “In order to do
CBT completely correctly, you really should
be using homework in your therapy. . . .The
other thing that may be a drawback is that
some folks who are very intelligent and have
a lot of insight have difficulty at first see-
ing the benefits of breaking things down to
more simple ways of looking at things.”

“One of the things that is really impor-
tant early on with [CBT] is to educate the

research

How Many Psychiatrists Use CBT?

When it comes to getting a firm handle on the number of American psychiatrists using cog-
nitive-behavioral therapy (CBT), the numbers are fairly elusive.

Probably the best figures come from a study conducted by Josh Wilk, Ph.D., director of
workforce studies and a research scientist with APA’s Practice Research Network, and in

press with Psychiatric Services.

The results suggest that more than 50 percent of psychiatrists used CBT techniques at
least some of the time during the month preceding the study. “However, the data are self-report
with no validation of the types of therapy reported,” Joyce West, Ph.D., director of APA’s Psychi-
atric Research Network, told Psychiatric News. Also, the data were collected six years ago.

One might assume, however, that regardless of how many psychiatrists were using CBT
in 1999, more are using it today. The reason is because since 2001 psychiatry residents
have been required to show competency in CBT along with four other psychotherapies.
“Residency programs are working hard to develop credible CBT training programs,” Donna
Sudak, M.D., director of psychotherapy training at Friends’ Hospital in Philadelphia and a
member of the APA Committee on Psychotherapy by Psychiatrists, said in an interview.

In fact, as Judith Beck, Ph.D., director of the Beck Institute for Cognitive Therapy and

Research in Philadelphia, told Psychi-
atric News, “One of the things we do at
the Beck Institute is help residency
training programs develop much
stronger programs in CBT.”

“But keep in mind that there are a lot
of residency programs in smaller towns,
college towns, where they can’t get peo-
ple to teach CBT to their residents,”
Bernard Beitman, M.D., chair of psychia-
try at the University of Missouri and a
member of the APA Committee on Psy-
chotherapy by Psychiatrists, pointed out.

Beitman also stressed that “most
therapists don’t rigorously follow any
particular school. They adapt to the
needs of the patient using what they
know and from their experience, both
personal and professional.”

Judith Beck, Ph.D., and Aaron Beck, M.D.

Beck Institute for Cognitive Therapy and Research

Nonetheless, “as psychiatry goes more and more toward a medication-management type
practice, especially in private practice, you are going to see psychiatrists use CBT even in
those brief appointments,” Angela Harper, M.D., a psychiatrist in private practice in Columbia,
S.C., predicted. The reason, she explained, is because “even if you are doing a 15-minute
medicine check, you can still employ some of the CBT techniques with medicine manage-

ment.”

patient in this way of thinking, in this way
of understanding problems,” emphasized
Jesse Wright, M.D., professor and chief of
adult clinical psychiatry at the University of
Louisville and a CBT proponent. “And for
some patients that comes very easily, . . .
whereas for other people, it takes a bit of ef-
fort to educate them so that they can un-
derstand how this therapy works.”

Wright added that there are some pa-
tients who just won’t cooperate with the
approach CBT requires. The therapy “is
not a panacea that works for every patient
in every situation. Some people prefer other
kinds of treatment. Some people would
rather just take a medication and not have
psychotherapy at all.”

Future Appears Bright

Even with these constraints, it looks as
if CBT is not only going to continue to
flourish, but to evolve.

“One of the funny, but to me expectable,
evolutions of CBT,” Beitman observed, “is
that those who practice it are starting to
recognize resistance, transference, and
countertransference in what goes on. . . .
[In other words,] they are realizing that
some of the aspects of psychodynamic ther-
apy have relevance for doing CBT.”

“CBT techniques will be modified to
make them even more effective than they
are today,” said Simpson. “For example, vir-
tual reality CBT treatments and computer-
interactive CBT treatments are being de-
veloped. There is also interest in using
medications that might enhance the effects

of CBT itself. And what I anticipate, and
what I hope, is that we’ll know more and
more about the brain mechanisms that un-
derlie how CBT actually works.”

“I think that what is going to happen,”
Beck said, “is that CBT is going to be ap-
plied more and more widely, for different
diagnoses and for different populations. A
huge amount of research in cognitive ther-
apy is with medical patients who have a psy-
chological component [to their illness]. . . .
1 think there will be more of an application
of cognitive therapy in the primary care of-
fice. ... And I think it will also be used more
broadly not only in individual therapy, but
also in group therapy.”

Founder Predicts Wider Use

Finally, as Aaron Beck, M.D., university
professor of psychiatry at the University of
Pennsylvania and father of cognitive ther-
apy, told Psychiatric News, “I think that CBT
has been refined and perfected enough that
the next stage is going to be dissemination.
What I foresee is that it will be much more
widely used by psychiatrists, who will prob-
ably integrate it into treatment of the se-
verely mentally ill, and then by other pro-
fessional groups, including psychologists,
social workers, and nurses.”

He explained that his projections “are
based on observations, not just on wish ful-
fillment. In Britain and the Scandinavian
countries, CBT has become the dominant
form of psychotherapy and has been en-
dorsed by the national health services of
those countries.” W
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Marital Strife May Keep
Wounds From Healing

Marital conflict can boost proinflammatory cytokines in the blood-
stream and slow wound healing. These results add to the growing ev-
idence that marital strife can impair both mental and physical health.

hile many studies

have demonstrated

the benefits of mar-

riage in terms of

promoting physical
and mental health, what happens to cou-
ples who engage in verbal spats and power
plays for years, maybe decades?

One study, for example, found that un-
happily married subjects were 25 times more
likely to experience a major depressive dis-
order than were happily married ones. An-
other found that among women with coro-
nary heart disease, marital stress worsened
their prognosis threefold. And now a new
study, published in the December 2005
Archives of General Psychiatry, has found that
marital bickering can raise, in the blood-
stream, levels of proinflaimmatory cy-
tokines—that is, the kind of cytokines that
sabotages healing instead of promoting it.

The finding is important, the investiga-
tors believe, since sustained elevated levels
of proinflammatory cytokines have in turn
been linked with a plethora of age-related
diseases (Psychiatric News, October 21, 2005).

The researchers recruited 42 married
couples for their study through newspaper
and radio ads, notices posted on campus and
in the community, and via referral from other
participants. Subjects ranged in age from 22
to 77 years and had been married anywhere
from two to 52 years (on average 13 years).

Wound Healing Monitored

The couples then came to the hospital
research unit at 7 a.m. on an appointed day,
filled out questionnaires about themselves,
had blood drawn for cytokine testing, and
were administered suction blister wounds,
which are an excellent model for studying
the effects of early wound healing.

Each couple then engaged in a discus-
sion where each spouse sought social sup-
port from the other in changing a personal

Benefits

continued from page 18

ing the open-label phase of the study were
consistent with what patients had experienced
during the double-blind phase: agitation, in-
somnia, and urinary tract infection.

In an accompanying Archives of Neurol-
ogy editorial, Jeffrey Cummings, M.D., a
professor of neurology at the University of
California at Los Angeles who was not in-
volved in the study, wrote, “Overall, the
data suggest that long-term memantine
therapy is safe, with no excess of serious ad-
verse events occurring in the treatment
group.” Cummings added, “Iwo out of
three measures suggest that memantine
continued to exert beneficial effects for
months six through 12 of therapy.”

An abstract of “A 24-Week Open-Label
Extension Study of Memantine in Mod-
erate to Severe Alzheimer’s Disease” is
posted at <bttp://archneur.ama-assn.org/
cgi/content/short/63/1/49>. A
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characteristic. In other words, one spouse
was asked to “talk about something you
would like to change about yourself,” while
the partner was instructed to “be involved
in the discussion and respond in whatever
way you wish.” Roles were reversed after
10 minutes so that each spouse had the op-
portunity to play the role of helper.

As the couple engaged in the discussion,
the research team observed and assessed
their behaviors from outside the room. The
instrument used to assess the behaviors was
the Rapid Marital Interaction Coding Sys-
tem, which discriminates well between dis-
tressed and nondistressed couples.

A few hours later, each subject gave a
blood sample so that his or her proinflam-
matory cytokine levels could be measured.
His or her wound was also assessed for heal-
ing not just in the hours following the dis-
cussion, but also some days later.

At a later date the couples returned to
the hospital research unit. Again, they had
blood drawn to measure cytokine levels,
and again they were given suction blister
wounds. After that, each couple discussed a
subject on which they hotly disagreed, say,
money or in-laws, and tried to resolve it.
The research team observed and evaluated
their behaviors from outside the room. And
once again, each subject gave a blood sam-
ple a few hours after the discussion to meas-
ure proinflammatory cytokine levels and
was monitored over the next few hours and
days for wound healing.

The investigators then rated the couples
as either low in hostility to each other or
high in hostility to each other during the
two discussions. Twenty-nine percent were
found to be highly hostile to each other. The
researchers then compared levels of proin-
flammatory cytokines in high-hostility cou-
ples before and after a social-support dis-
cussion with their proinflammatory cytokine
levels before and after a contentious discus-
sion. They did the same for low-hostility
couples. Finally, they compared the proin-
flammatory cytokine profiles for both groups.

Hostility Linked to Bad Cytokines
Low-hostile participants produced
roughly the same increase in proinflam-
matory cytokine levels following a conflict
discussion as after a social-support discus-
sion. In contrast, the high-hostile partici-
pants had relatively greater increases in
proinflammatory cytokines following a con-
flict discussion than a social-support one.
The researchers also compared blister-
wound healing in high-hostile couples with
that in low-hostile couples. They found that
wounds healed more slowly for both groups
after a conflict discussion than after a social-
support one. But wound healing was espe-
cially sluggish in the high-hostile couples.
“We were surprised at how very sensitive
wound healing is to even very minor stress-
ful events,” Janice Kiecolt-Glaser, Ph.D.,
told Psychiatric News. She is chair of medi-
cine at Ohio State University and the study’s
lead investigator.
The study’s findings “have broad impli-

cations for health [since] elevated levels of
proinflammatory cytokines have been linked
to a variety of age-related diseases, includ-
ing cardiovascular disease, osteoporosis,
arthritis, type 2 diabetes mellitus, certain
cancers, and frailty and functional decline.
Moreover, inflammatory activation can en-
hance development of depressive symp-
toms.”

The researchers also pointed out that
“couples’ fights at home are more negative
and last longer than those studied in the
laboratory. Unhappy couples are less likely

to volunteer for marital research than those
who are more satisfied with their spouse.
Accordingly, the present data are likely to
underestimate the health impact of mari-
tal strife.”

The study was funded by the National
Institutes of Health and the Ohio State Uni-
versity Comprehensive Cancer Center.

An abstract of “Hostile Marital Inter-
actions, Proinflammatory Cytokine Pro-
duction, and Wound Healing” is posted at
<bttp://archpsyc.ama-assn.ovg/cgi/content/
abstract/62/12/1377>. B

Multiple Prescriptions Linked to
Bipolar Patients’ Hospital Visits

Patients who are prescribed two or more drugs for bipolar disor-
der are more likely to make use of hospitals or emergency rooms.
Multiple prescriptions may reflect greater severity of iliness.

olypharmacy—a term that leaves
P many clinicians and patients queasy—

is often the rule in treating bipolar
illness, yet the consequences of using more
than one drug or switching between drugs
are often unexamined, said psychiatrist
Arthur Lazarus, M.D., M.B.A., at the an-
nual meeting of the American Public Health
Association in Philadelphia in December.

Lazarus and seven colleagues con-
ducted a retrospective cohort study of pa-
tients with bipolar diagnoses seen at the
Henry Ford Health System in Michigan
and found that more than one-third had
histories of switching prescriptions or re-
ceiving concomitant prescriptions. Pa-
tients prescribed at least two psychotropic
medications were more likely to be hos-
pitalized or visit the emergency room, they
found. Black patients were more likely to
receive at least two psychotropic medica-
tions and more likely to go to emergency
departments or hospitals, compared with
non-black patients. They were also more
likely to be diagnosed with Axis I psychi-
atric disorders, to be female, and to be el-
igible for Medicaid, compared with non-
blacks.

“I think these results demonstrate the
need for more research and re-examination
of treatment guidelines for bipolar disor-
der,” said Lazarus, senior director for neu-
roscience clinical research at AstraZeneca.

The need for more than one drug should
not be surprising, given the need to treat
different phases of bipolar disorder and to
stabilize mood. Only one combination drug,
composed of an existing antidepressant and
antipsychotic, is now approved by the Food
and Drug Administration, said Lazarus in
an interview.

The researchers examined records cov-
ering continuous enrollment from one year
prior to the date of the index prescription
to one year after that date. Patients had to
be at least 19 years old, meet criteria for
bipolar disorder in the International Classi-
fication of Diseases, Ninth Revision (ICD-9),
and have at least one prescription for drugs
in four classes: anticonvulsants, mood sta-
bilizers, first-generation antipsychotics, and
second-generation antipsychotics.

The 1,113 patients included in the study
averaged 44.3 years old. About 61 percent
were women, 29 percent were black, 68
percent were white, and 2.5 percent were
listed as “other” by race. Patients were

BY AARON LEVIN

stratified into black and non-black cate-
gories. Approximately one-third had car-
diovascular morbidities, and 13 percent
were substance abusers. Many of these pa-
tients had previously received other psy-
chiatric diagnoses, which may indicate a
high rate of misdiagnosis of bipolar disor-
der, said Lazarus.

About 10 percent of all patients received
drugs in at least two of the four medication
classes at the index date, and 36.6 percent
received two or more psychotropic drugs
during follow-up. However, there were sta-
tistically significant racial differences in pre-
scribing patterns. About 12.6 percent of
black patients and 8.5 percent of non-black
patients received at least two drugs at the
index date, and 41.1 percent of black pa-
tients and 34.7 percent of non-black patient
got at least two drugs at any time.

Almost half the patients (44.2 percent)
had at least one emergency department visit
or hospitalization in the first year of fol-
low-up. However, patients on multiple drug
regimens were more likely to be seen in
those settings than those on one or no
drugs.

More than half (53.1 percent) of black
patients had a hospitalization/emergency
department visit during the first year’s fol-
low-up, compared with 40.5 percent of non-
black patients (p<0.001). The mean total
health care costs of $11,836 per patient in
the year following index date did not dif-
fer by race.

The findings may indicate that patients
on two or more drugs had more severe ill-
ness and that the greater number of pre-
scriptions was an appropriate response to
that severity, said Lazarus. In contrast, they
may also reflect more familiar health care
disparities. The study did find that black
patients were more likely to get prescrip-
tions from emergency room physicians, an
indication that they lack regular providers
and continuity of care.

Currently, said Lazarus, several differ-
ing guidelines address the care of patients
with bipolar disorder, which may cause con-
fusion or undertreatment. “We need to de-
velop practical guidelines that both physi-
cians and patients can adhere to,” said
Lazarus.

A full version of Lazarus’s APHA talk
has been accepted for publication by Psy-
chiatric Services and is scheduled for publi-
cation later this year. H



Marijuana-Induced Psychosis
May Foretell Future Episodes

Few individuals who smoke marijuana experience psychosis af-
terward. However, when marijuana-related psychosis does occur,
it may be a warning sign that more psychotic episodes could occur.

eports from various re-

searchers have suggested that

marijuana-induced psychosis

is generally short-lived and

that total remission can be
expected. Such reports, however, have been
based on case studies, not on long-term fol-
low-up data, according to the authors of a
new, long-term study.

The study found that an episode of mar-
fjuana-induced psychosis is not innocuous—
it often presages subsequent psychotic
episodes and a diagnosis of a schizophre-
nia-spectrum disorder.

Mikkel Arendt, Ph.D., a fellow at the

Center for Basic Psychiatric Research at
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the University of Aarhus in Denmark, and
coworkers used the Danish Psychiatric Cen-
tral Register to identify patients treated for
a first marijuana-induced psychotic episode
between 1994 and 1999. There were 535
such patients. The researchers then fol-
lowed those patients for at least three years
to determine how many of them experi-
enced subsequent psychotic episodes and
how many could be diagnosed with a schiz-
ophrenia-spectrum disorder.

The researchers found that 77 percent
of the subjects incurred subsequent psy-
chotic episodes and that 45 percent could
be diagnosed at some time within the next
three years or more with a schizophre-

Molecular Discovery Gould Provide
ood Reason to Fear

A fear molecule has been identified. Scientists can now see whether
it plays a role in human fear and whether compounds that counter it
might constitute new antianxiety drugs.

Ithough fear is known to be
Aprocessed in the amygdala, an al-

mond-shaped structure deep within
the brain, as well as in some other brain
areas, very little has been known about the
molecular mechanisms of learned and in-
nate fear. Specifically, glutamate receptors
and major protein kinases have been im-
plicated, but they are important for other
types of memories and behaviors besides
fear.

Now a fear molecule has been identi-
fied, a protein called stathmin. The iden-
tification of stathmin as a fear molecule con-
stitutes a notable advance in understanding
the molecular basis of fear, both the major
investigator and senior investigator of the
study told Psychiatric News. The major in-
vestigator was Gleb Shumyatsky, Ph.D., an
assistant professor of genetics at Rutgers
University. The senior investigator was Eric
Kandel, M.D., a professor of psychiatry at
Columbia University and a winner of the
2000 Nobel Prize in Medicine or Physiol-
ogy (Psychiatric News, November 3, 2000).

As Shumyatsky, Kandel, and their col-
leagues reported in the November 18, 2005,
Cell, they first found that the amygdala and
certain other brain areas crucial to regulat-
ing fear are very rich in stathmin. Then they
found that mice without the stathmin gene
showed less anxiety when they heard a tone
that had previously been associated with a
shock than did mice with the stathmin gene.
The mice without the gene were also more
prone than the controls to explore novel
open spaces and maze environments. Fur-
thermore, the mice without the stathmin
gene did not show deficits in a spatial task
dependent on the hippocampus, where
stathmin is not normally present.

“Stathmin is involved in fear function,
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but not in some other types of memory,”
Shumyatsky said. As the scientists concluded
in their study report, stathmin is “essential
in regulating both innate and learned fear.”

Also, Shumyatsky pointed out, “because
stathmin is an inhibitor of microtubule for-
mation, our study for the first time links
microtubule function to memory for fear,
or, for that matter, any kind of memory.”
Microtubules, located in the cytoplasm of
cells, are involved in cell structure and cell
movement.

A challenge now is to determine whether
stathmin also plays a role in fear in humans.
“One has to see first if stathmin is expressed
in the [human] amygdala in a way similar
to that in mice,” Shumyatsky explained.
“Then we can look for possible genomic
mutations in the stathmin gene sequences
in human patients with a history of genetic
predisposition to anxiety disorders.”

If stathmin indeed turns out to be in-
volved in fear processing in humans, it could
well lead to the discovery of new types of
antianxiety drugs, both Shumyatsky and
Kandel believe. For example, various com-
pounds could be tested in mice without the
stathmin gene.

Shumyatsky, Kandel, and their team are
planning to delineate the intricacies of stath-
min function in fear and how it interacts
with other proteins involved in fear behav-
ior.

The research was funded primarily by
the National Institutes of Health and the
National Alliance for Research on Schizo-
phrenia and Depression.

An abstract of “Stathmin, a Gene En-
riched in the Amygdala, Controls Both
Learned and Innate Fear” is posted at
<wwuw.cell.com/content/article/abstract?uid
=PIIS0092867405008755>. &

nia-spectrum disorder. Moreover, of the
45 percent who developed a schizophre-
nia-spectrum disorder after experiencing
marijuana-induced psychosis, 37 percent
received such a diagnosis within three
years and the remaining eight after three
years. Furthermore, those who developed
such a disorder did so at an earlier age
than did comparison subjects—individu-
als who developed such a disorder but
who had no recorded history of mari-

“An episode of short-
lived psychotic symp-
toms following cannabis
use seems to have
great prognostic value.”

juana-induced psychotic symptoms. This
effect was most marked for paranoid
schizophrenia.

Thus, “for the majority of patients,
cannabis-induced psychotic symptoms
proved to be a first step in the development
of a schizophrenia-spectrum disorder or
other severe psychopathology,” Arendt and
his group concluded in their study report,
which was published in the December 2005
British Journal of Psychiatry.

The results do not prove that marijuana
is causally linked with schizophrenia, the
researchers stated; owing to the study de-
sign, it was not possible to control for po-
tentially confounding factors such as hered-
itary predisposition, socioeconomic status,
or other kinds of drug use. Nonetheless,
the researchers concluded, marijuana use
might well hasten the onset of schizophre-

nia since the subjects who developed schiz-
ophrenia in the wake of using marijuana
did so at a younger age than the compari-
son subjects.

“I think it is important to follow the pa-
tients treated for cannabis-induced psy-
chosis closely and to offer them and their
relatives information on risk factors for, and
early signs of, schizophrenia,” Arendt told
Psychiatric News. “Much work is going on
around the world trying to find early signs
of schizophrenia because the prognosis of
patients improves with early intervention.
An episode of short-lived psychotic symp-
toms following cannabis use seems to have
great prognostic value.”

Eric Strain, M.D., a professor of psy-
chiatry at Johns Hopkins University and
chair of APA’s Council on Addiction Psy-
chiatry, agreed. “The study suggests thata
substance-induced psychotic episode serves
as an important indicator identifying a
group of patients at high risk for subsequent
psychiatric needs.”

Nonetheless, Arendt stressed, “Our
study does not show that marijuana is a
risk factor for young people with a fam-
ily history of schizophrenia. However,
the next phase of our investigation will
be a study on hereditary predispositions
among those developing schizophrenia
following an episode of cannabis-induced
psychosis.”

An abstract of “Cannabis-Induced Psy-
chosis and Subsequent Schizopbrenia-Spec-
trum Disorders: Follow-Up Study of 535
Incident Cases” is posted at <bttp://bjp.
repsych.org/cgi/content/abstract/187/6/
510-.
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SSRI Efficacy Reduced When
Slow Psychomotor Skills Present

Depressed individuals who are slow with regard to thinking, speaking,
and reacting may have a dopamine deficiency. Thus, an SSRI antide-

pressant might not help them.

n spite of the plethora of antide-
pressants available to patients, clini-
cians still have no easy way of de-
termining whether a patient will
respond to one better than another.

However, a quick test to identify patients
who will not respond to the SSRI antide-
pressants may have been found. It is called
the Controlled Oral Word Association Test
FAS (FAS test for short) and reveals im-
paired verbal fluency.

Various lines of study have suggested
that there is a link between psychomotor
retardation—that is, sluggish thinking,
speaking, moving, and reacting—and re-
duced functioning of the neurotransmitter
dopamine in the brain. Moreover, psy-
chomotor retardation exhibited by a sub-
group of depressed patients also has been as-
sociated with decreased dopamine function.
So Bonnie Taylor, Ph.D., an instructor in
psychology at the New York State Psychi-
atric Institute, and coworkers suspected that
depressed patients with lower psychomo-
tor skills might not respond to an SSRI an-
tidepressant because a dopamine deficit
causes or contributes to their depression
and because an SSRI would not correct their
dopamine deficit. They decided to test this
hypothesis.

Forty-seven subjects were recruited from
an outpatient research clinic at the New
York State Psychiatric Institute. All met
DSM-1V criteria for major depressive dis-
order and were between 18 and 65 years
old. The researchers gave neuropsycho-
logical tests to all of the subjects before they
started a 12-week open trial of fluoxetine
treatment. The tests concerned not only
psychomotor skills, but also attention, ex-
ecutive functioning, verbal intelligence, and
visuospatial functioning.

Of the 37 subjects who finished the
study, 25 were rated as fluoxetine respon-
ders and 12 as nonresponders. The re-
searchers found that the two groups did not
perform any differently on the attention,
executive functioning, verbal intelligence,
and visuospatial functioning tests, but they
did perform differently on the psychomo-

Nominations Invited
For ABPN Positions

PA is seeking nominations for two
American Board of Psychiatry and Neu-
rology (ABPN) positions. The first is for a
replacement for Larry Faulkner, M.D., an
ABPN director for psychiatry, whose term
expires next year. The second is for a board-
certified child and adolescent psychiatrist
to replace Sandra Sexson, M.D., on the
ABPN’s Child and Adolescent Committee.
Both positions are effective January 1, 2007.
Applicants must submit a completed
ABPN Director Nomination Form and a
curriculum vitae by March 1.
Information and forms can be obtained
by contacting Nancy Delanoche at (703)
907-8635 or ndelanoche@psych.org. W
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tor functioning ones. Specifically, even when
baseline depression severity was taken into
consideration, the nonresponders per-
formed significantly worse in verbal fluency
on the FAS. They also tended to perform
worse than the responders on the Stroop
Color and Word Test in both color nam-
ing and word reading and on the WAIS-III
digit symbol subtest.

The investigators also obtained FAS test

scores for a healthy group matched to the
depressed subjects by age and level of ed-
ucation. They found that all depressed sub-
jects who scored above the norm responded
to fluoxetine, compared with 40 percent of
subjects who scored below the norm.

Thus, the results, which appeared in the
January American fournal of Psychiatry,
tended to confirm the researchers’ hy-
pothesis—that depressed patients with slow
psychomotor skills were not apt to respond
to an SSRI antidepressant. Also, the FAS
test did a better job than the other psy-
chomotor tests at predicting SSRI response.
The FAS test could ultimately prove to be
of value to clinical psychiatrists, “but we
obviously need to do more work on it,”
Patrick McGrath, M.D., an associate pro-
fessor of clinical psychiatry at Columbia
University and one of the study investiga-
tors, said in an interview.

“The hope is that if we can get a sim-

ple, inexpensive test, which this is, which
doesn’t require fancy technology, which can
be done in the office, and which takes a few
minutes, it would help us better estimate
people’s chances of responding to antide-
pressant treatment.”

Indeed, the FAS “is a very simple test to
administer,” Taylor concurred. “Patients
are asked to say as many words as they can
think of that start with the letters ‘F, ‘A,
and ‘S’ for one minute each. The psychia-
trist writes all of the words down and counts
the total number of words produced in three
minutes.”

Taylor and her team will now attempt
to replicate their findings.

The study was funded by Eli Lilly and
Co.

“Psychomotor Slowing as a Predictor of
Fluoxetine Nonresponse in Depressed Pa-
tients” is posted at <bttp://ajp.psychiatry
online.org/cgi/content/full/163/1/73>. A




Amniotic Fluid Could Be Site
Of Antidepressant Exposure

Mothers who take antidepressant medications during pregnancy may
pass these compounds on to the fetus by way of amniotic fluid as well

as through placental circulation.

ntil recently, research on a

pregnant woman's trans-

mission of antidepressant

medication to the fetus fo-

cused on the placenta and

umbilical cord. Now a new study asks

whether amniotic fluid may also be a source

of antidepressants or their metabolites for
the developing fetus.

“Fetal development occurs in a continu-
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ous environment of pharmacologically ac-
tive drug molecules when mothers are treated
with these medications,” wrote Ada Lough-
head, B.S., of the Emory University School
of Medicine in Atlanta and colleagues in the
January American Journal of Psychiatry.
Prior research has identified possible ef-
fects on the fetus of maternal use of anti-
depressants, Marlene Freeman, M.D., told
Psychiatric News. She is director of the

Women’s Mental Health Program and an
assistant professor of psychiatry, obstetrics
and gynecology, and nutritional sciences at
the University of Arizona College of Med-
icine in Tucson.

Some mothers taking antidepressants
late in pregnancy have had babies with a
transient syndrome lasting two to four days,
displaying jitteriness and trouble sleeping
or eating, said Freeman. The Food and
Drug Administration warned last Decem-
ber of increased rates (from 1 percent to
1.5-2 percent) of cardiac malformations in
infants of mothers taking paroxetine in the
first trimester of pregnancy.

"The researchers reported on results from
27 women with confirmed exposure to an-
tidepressants for at least four weeks prior
to amniocentesis, which was performed for
obstetrical reasons. Traces of antidepres-
sants in both amniotic fluid and in mater-
nal serum samples were recorded.

Loughhead and her team found antide-
pressant compounds in most of the amni-
otic fluid samples. All samples of amniotic
fluid among women taking citalopram, es-
citalopram, fluvoxamine, and venlafaxine
showed traces of the parent antidepressant.
In addition, fluoxetine was detected in 11 of
12 fluid samples, paroxetine in one of two
samples, and sertraline in two of six sam-
ples. Metabolites were found in amniotic
fluid of nine of 12 fluoxetine users, four of
six sertraline users, and all four venlafaxine
users.

Maternal serum samples were available
for 25 women. There was no consistent pat-
tern in the proportion of parent and
metabolite levels. The ratio of parent com-
pound in amniotic fluid compared with
serum ranged from 1.4 percent to 267.2
percent. The ratio for metabolites varied
from 0.8 percent to 446.7 percent.

please see Ammniotic Fluid on page 30
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Clinical studies show no evidence
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Good Reasons to Retain Records;
Consolidating Malpractice Policies

Q.1 recently attended a seminar in
which the speakers advocated retaining
medical records indefinitely. I didn’t
think that a patient was able to sue me
for malpractice after the statute of lim-
itations has passed. Thus, is it really nec-
essary to retain my records beyond my
state’s statute of limitations for mal-
practice actions?

A\. Statute of limitation laws establish the
period during which specific types of legal
actions, such as malpractice actions, may
be brought against you. Unfortunately, it
is risky to rely solely on your state’s statute
of limitations period when determining how
long to retain your medical records, for at

least the following reasons:

The statute of limitations is not a bar to
a suit’s being filed. Rather, the statute of
limitations is an “affirmative defense”—it
does not preclude the suit from being filed,
even if the statute of limitations has passed.
In fact, the statute of limitations is only rel-
evant after a suit has been filed and only if
raised as a defense by the defendant physi-
cian. Moreover, even if raised as a defense,
the defendant physician may or may not be
successful in having the case dismissed.

There can be many exceptions to these
statutes, so that depending on the nature
and wording of a complaint, an action may
be brought against you even though it is
not brought within the limitation periods.

at your Service

For example, there are exceptions that allow
for “tolling” (extending) the statute of lim-
itations when the patient is a minor or suf-
fers under some other legal disability or in-
competence.

There is no statute of limitations for
certain types of actions that may be filed
against you. Your state’s statute of limi-
tations may not limit the time for initi-
ating litigation resulting from allegations
involving fraud, conspiracy, or criminal
acts, for example. Also, these laws may
not be applicable to allegations involving
federal laws, rules, and regulations (for
example, Medicare billing complaints).
Finally, statutes of limitation do not apply
to disciplinary actions by licensing/med-
ical boards or to ethics proceedings—pro-
fessional complaints may be made against
you at any time.

The lesson to remember is that in a legal
proceeding against you, the record is the

QORozerem.
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ROZEREM™

(ramelteon) Tablets

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

in association with the use of hypnotics.

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

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

PRECAUTIONS

General

ROZEREM has not been studied in subjects with severe sleep apnea or
severe COPD and is not recommended for use in those populations.
Patients should be advised to exercise caution if they consume alcohol in
combination with ROZEREM.

Use in Adolescents and Children

ROZEREM has been associated with an effect on reproductive hormones in
adults, e.g. decreased testosterone levels and increased prolactin levels. It is
not known what effect chronic or even chronic intermittent use of ROZEREM
may have on the reproductive axis in developing humans (see Pediatric Use).
Information for Patients

Patients should be advised to take ROZEREM within 30 minutes prior to
going to bed and should confine their activities to those necessary to prepare
for bed.

Patients should be advised to avoid engaging in hazardous activities (such as
operating a motor vehicle or heavy machinery) after taking ROZEREM.
Patients should be advised that they should not take ROZEREM with or
immediately after a high fat meal.

Patients should be advised to consult their health care provider if they experi-
ence worsening of insomnia or any new behavioral signs or symptoms of
concern.

Patients should consult their health care provider if they experience one of
the following: cessation of menses or galactorrhea in females, decreased
libido, or problems with fertility.

Laboratory Tests

No standard monitoring is required.

For patients presenting with unexplained amenorrhea, galactorrhea, decreased
libido, or problems with fertility, assessment of prolactin levels and testos-
terone levels should be considered as appropriate.

Drug Interactions

ROZEREM has a highly variable inter-subject pharmacokinetic profile
(approximately 100% coefficient of variation in Gy 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 fl ine, the AUGq.ins for increased
approximately 190-fold, and the Crax 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
AUCq.in and Cpax) 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 Of 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, compared to i ion of ROZEREM
alone. Similar increases were seen in M-Il pharmacokinetic variables.
ROZEREM should be administered with caution in subjects taking strong
CYP3A4 inhibitors such as ketoconazole.

Fluconazole (strong CYP2C9 inhibitor): The total and peak systemic exposure
(AUCq.inf and Cpyqy) 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 ion of ROZEREM with fluoxe-
tme (CVPZDS inhibitor), omeprazole (CYP1A2 inducer/CYP2C19 inhibitor),
pl (CYP1A2 substrate), and phan (CYP2D6 substrate)
did not produce clinically meaningful changes in either peak or total expo-
sures to ramelteon or the M-Il metabolite.

Effects of ROZEREM on Metabolism of Other Drugs

Concomitant administration of ROZEREM with omeprazole (CYP2C19 sub-

strate), (CYP2D6 (CYP3A4
heophylline (CYP1A2 digoxin (p-glycoprotein sub-

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

dence of hepatic adenomas at dose Ieve\s =300 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors in male mice was 30 mg/kg/day (103-times and 3-times the therapeu-
tic exposure to and the active M-I1, ly, at the
maximum recommended human dose [MRHD] based on an area-under-the-
curve [AUC] comparison). The no-effect level for hepatic tumors in female
mice was 100 mg/kg/day (827-times and 12-times the therapeutic exposure
to ramelteon and M-I1, respectively, at the MRHD based on AUC).
In a two-year 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,
respecnvely, at the MRHD based on AUC). The no-effect level for hepatic
tumors in female rats was 15 mg/kg/day (472-1 llmes and 16-times the

exposure to and M-Il , at the MRHD
based on AUC).
The development of hepatic tumors in rodents following chronic treatment
with non-genotoxic compounds may be secondary to microsomal enzyme
induction, a mechanism for tumor generation not thought to occur in
humans. Leydig cell tumor development following treatment with non-

higher than the ,at
the MRHD based on AUC).

The effects of ramelteon on pre- and post-natal development in the rat were
studied by administration of ramelteon to the pregnant rat by oral gavage at
doses of 0, 30, 100, or 300 mg/kg/day from day 6 of gestation through par-
turition to postnatal (lactation) day 21, at which time offspring were weaned.
Maternal toxicity was noted at doses of 100 mg/kg/day or greater and con-
sisted of reduced body weight gain and increased adrenal gland weight.
Reduced body weight during the post-weaning period was also noticed in the
offspring of the groups given 100 mg/kg/day and higher. Offspring in the
300 mg/kg/day group demonstrated physical and developmental delays
including delayed eruption of the lower incisors, a delayed acquisition of the
righting reflex, and an alteration of emotional response. These delays are
often observed in the presence of reduced offspring body weight but may
still be indicative of developmental delay. An apparent decrease in the viability
of offspring in the 300 mg/kg/day group was likely due to altered maternal
behavior and function observed at this dose level. Offspring of the

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

30 mg/kg/day (39-times higher than the MRHD on a mg/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

exposure to and M-I1,

genotoxic compounds in rodents has been linked to ions in
testosterone levels with 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
luteinizing hormone than human Leydig cells. In mechanistic studies con-
ducted in the rat, daily ramelteon administration at 250 and 1000 mg/kg/day
for 4 weeks was associated with a reduction in plasma testosterone levels.

In the same study, luteinizing hormone levels were elevated over a 24 hour
period after the last ramelteon treatment; however, the durability of this
luteinizing hormone finding and its support for the proposed mechanistic
explanation was not clearly established.

Although the rodent tumors observed following ramelteon treatment occurred
at plasma levels of ramelteon and M-Il in excess of mean clinical plasma con-
centrations at the MRHD, the relevance of both rodent hepatic tumors and
benign rat Leydig cell tumors to humans is not known.

Mutagenesis

Ramelteon was not genotoxic in the following: in vitro bacterial reverse muta-
tion (Ames) assay; in vjtro 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-I metabolite
formed by the rat liver S9 fraction used in the in vitro genetic toxicology
studies described above, exceeded the concentration of ramelteon; therefore,
the genotoxic potential of the M-Il metabolite was also assessed in these
studies.

Impairment of Fertility

Ramelteon was administered to male and female Sprague-Dawley rats in

an initial fertility and early embryonic development study at dose levels of

6, 60, or 600 mg/kg/day. No effects on male or female mating or fertility were
observed with a ramelteon dose up to 600 mg/kg/day (786-times higher than
the MRHD on a mg/m2 basis). Irregular estrus cycles, reduction in the num-
ber of implants, and reduction in the number of live embryos were noted with
dosing females at > 60 mg/kg/day (79-times higher than the MRHD on a
mg/m? basis). A reduction in the number of corpora lutea occurred at the
g/kg/day dose level. Admini: of up to 600 mg/kg/day
to male rats for 7 weeks had no effect on sperm quality and when the treated
male rats were mated with untreated female rats there was no effect on
implants or embryos. In a repeat of this study using oral administration of
ramelteon at 20, 60 or 200 mg/kg/day for the same study duration, females
demonstrated irregular estrus cycles with doses > 60 mg/kg/day, but no
effects were seen on implantation or embryo viability. The no-effect dose for
fertility endpoints was 20 mg/kg/day in females (26-times the MRHD on a
mg/m2 basis) and 600 mg/kg/day in males (786-times higher than the MRHD
on a mg/m2 basis) when considering all studies.

Pregnancy: Pregnancy Category C

Ramelteon has been shown to be a developmental teratogen in the rat when
given in doses 197 times higher than the maximum recommended human
dose [MRHD] on a mg/m? basis. There are no adequate and well-controlled
studies in pregnant women. Ramelteon should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.

The effects of ramelteon on embryo-fetal development were assessed in both
the rat and rabbit. Pregnant rats were administered ramelteon by oral gavage
at doses of 0, 10, 40, 150, or 600 mg/kg/day during gestation days 6-17,
which is the period of organogenesis in this species. Evidence of maternal
toxicity and fetal teratogenicity was observed at doses greater than or equal
to 150 mg/kg/day. Maternal toxicity was chiefly characterized by decreased
body weight and, at 600 mg/kg/day, ataxia and move-
ment. At maternally toxic doses (150 mg/kg/day or greater), the fetuses
demonstrated visceral malformations consisting of diaphragmatic hernia and
minor anatomical variations of the skeleton (irregularly shaped scapula). At
600 mg/kg/day, reductions in fetal body weights and malformations including
cysts on the external genitalia were additionally observed. The no-effect level
for teratogenicity in this study was 40 mg/kg/day (1,892-times and 45-times

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

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

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

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

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

DRUG ABUSE AND DEPENDENCE

ROZEREM is not a controlled substance.

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

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

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

OVERDOSAGE

Signs and Symptoms

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

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

Recommended Treatment

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

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

Poison Control Center

As with the 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.
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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 durmg 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
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primary means of supporting and defend-
ing the care that was given.

Q. I have incorporated my psychiatric
practice, and in addition to myself, there
are five psychiatrists on staff. Three are
independent contractors, and two are
employees. I also employ two social
workers. Currently we are covered under
various individual malpractice insurance
policies. Is it possible to consolidate all of
our insurance needs under one policy
and still protect both the interests of the
individual and also the corporation?

A.. Yes. The Psychiatrists’ Program, the
APA-endorsed Psychiatrists’ Professional
Liability Insurance Program, offers profes-
sional liability insurance for behavioral health
care professionals practicing in a group set-
ting. Group members, including psychia-
trists, psychologists, social workers, and in-
dependent contractors, are covered under
one policy with either separate limits for
each provider or one shared limit for the
corporation. This type of policy helps to
streamline administrative duties and allows
a greater efficacy of policy management.

The many benefits and features offered
through the Program for individual cover-
age are also available for group coverage,
including discounts for part-time practice,
early career psychiatrists, and risk man-
agement education. Furthermore, group
participants have access to numerous risk
management services, including the Pro-
gram’s toll-free Risk Management Consul-
tation Service, complimentary admission
to mental health-specific risk management
seminars, and subscription to a quarterly
risk management newsletter.

More information about obtaining group
liability coverage is available by contacting
PRMS.

This column is provided by PRMS,
manager of the Psychiatrists’ Program, for
the benefit of members. More information
about the Program is available by visiting
its Web site at <www.psychprogram.com>;
calling (800) 245-3333, ext. 389; or send-
ing an e-mail to TheProgram@prms.
com. H

Fragmentation

continued from page §

concerns about the costs of disability to em-
ployers, saying mental health problems and
associated time away from work are the high-
est-cost item for disability plans. “We are
finding that patients are being certified as
disabled at the general medical setting, with
initial certification of disability being up to
two months, with medication as the only
treatment they are receiving,” he said. “With-
out an active treatment plan, this initial pe-
riod of disability disconnects the employee
from the workplace without engaging the
employee in an active treatment plan.”

For this reason, NBGH recommends that
employees in these circumstances be certi-
fied by a mental health care specialist with
an active treatment plan and that employees
on disability be referred to the company’s
EAP to ensure transition back to work.

A report on the study with its 12 find-
ings and 18 recommendations is posted at
<www.businessgrouphealth.org/pdfs/
fullveport_bebavioralbealthservices.pdf>. B



Part D

continued from page 1

ceiving their medications, Stone said some
pharmacies agreed to supply the medica-
tions without assurance that they would be
compensated. And by the end of the sec-
ond week of January, some of the problems
appeared to be abating, but much still
needed to be resolved, she said.

Stone also expressed special apprecia-
tion to APA’s Office of Healthcare Systems
and Financing for its ready attention to the
problems experienced in her state. “That
office has been invaluable in bringing to
CMS’s awareness that there is a big prob-
lem,” she said. “I've been very impressed
with APA%s advocacy.”

Irvin (Sam) Muszynski, J.D., director
of the Office of Healthcare Systems and
Financing, urged psychiatrists to contact
the office as they and their patients expe-
rience problems with Part D (see box on
page 1).

“We had been very concerned that the
implementation of the Part D benefit for
dual-eligible beneficiaries would be very
rocky,” he said. “That’s why we put our
monitoring system in place. We can’t fix
the problems we don’t know about.”

Despite reassurances from CMS in the
time leading up to January 1, many of the
problems that have been encountered since
then were predicted not only by mental
health advocates, but by the government
itself. A December 2005 report by the Gen-
eral Accountability Office predicted that
contingency plans by CMS to ensure that
beneficiaries receive medications—such as
the point-of-sale fail-safe mechanism—
would not be implemented in time.

“The complex process for transitioning
dual-eligible beneficiaries on a single day
with no overlap could create difficulties en-
suring that prescriptions for some mem-
bers of this vulnerable population are filled,”
the report concluded. “The success of the
transition will largely depend on the extent
to which dual-eligible beneficiaries (1) are
properly identified and enrolled in PDPs
[prescription drug plans], (2) do not have
to change their customary pharmacy, and
(3) are enrolled in PDPs that cover their
medications.”

In Massachusetts, for example, Gov. Mitt
Romney directed the state’s department of
mental health to assume the cost of drugs
for beneficiaries unable to receive their
medications.

“Given reports about what is happen-
ing in pharmacies, Gov. Romney has
made it clear that we have an obligation
to make certain that MassHealth mem-
bers receive their medication when they
need it,” said state Medicaid Director
Beth Waldman. “The complexities of Part
D make it a difficult program to imple-
ment perfectly. Until the program is op-
erating as expected, we will step in to en-
sure that none of our members who need
medication will walk away from the phar-
macy without it.”

There are about 190,000 Massachusetts
residents eligible for both Medicare and
Medicaid, according to the statement.

Waldman said pharmacies will continue
attempting to bill the Medicare Part D
plan as the primary payer, but as a fall-
back they can also bill MassHealth di-
rectly. Waldman said her agency will mon-
itor the progress being made by the federal
government and will recoup what it spends
either from private insurers or the federal
government.

In North Dakota, Gov. John Hoeven
authorized the state Department of Human
Services’ Medicaid program to provide an
emergency 30-day supply of medications
to individuals unable to fill prescriptions
through Medicare Part D until January 23,
while the federal government and the pre-
scription drug plans resolve their imple-
mentation issues.

“Medicare Part D is a federal benefit,
but they are clearly having difficulty im-
plementing this new program in a timely
fashion,” Hoeven said. “Going without
prescriptions is not an option for our sen-
iors and disabled, so the state of North
Dakota will step up to ensure that they
continue to get their medications until
the federal government resolves the dif-
ficulties.”

Andrew Sperling, director of legislative
advocacy for the National Alliance on Men-
tal Illness, said the problems described by
Stone have been experienced nationwide.
He highlighted problems experienced by
enrollees in United, the prescription drug
plan endorsed by AARP (formerly Ameri-
can Association of Retired Persons).

A spokesperson for AARP confirmed
that United has experienced “database prob-
lems” affecting “a couple hundred thou-
sand beneficiaries.”

“This is something AARP is taking very
seriously,” the spokesperson said. “It is not
isolated to United but is a global problem.
We are reporting these problems to CMS,
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Policy Doesn’t Work

he front-page article titled “Psychiatrists
May Soon See More Combat Veterans”
in the November 4, 2005, issue begins with
Col. Cameron Ritchie’s cheerful news that
the Pentagon is putting “lessons from other
conflicts to use.” But her next sentence re-
states one of the failed strategies of World
War II, about placing treatment facilities
“as close to the battlefield as possible so that
troops can return to service quickly.”
During that war, this doctrine, in almost
the same words, was proclaimed through-
out the Army Medical Corps. Its effect, ac-
cording to my observations during three
years in the Southwest Pacific, was to in-
crease the number of psychiatric casualties.
We Army psychiatrists soon found that a
soldier returned to combat duty after con-
valescing from what would now be called
PTSD would break down again, sooner and

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.

with more severe symptoms than was the
case on his first admission. Many of these
unhappy soldiers were rehospitalized and
recycled through this process again and
again until they were mercifully returned
to the United States for discharge from mil-
itary service.
SANFORD GIFFORD, M.D.
Cambridge, Mass.

and CMS has instructed pharmacists to fill
prescriptions for at least 30 days. People
should not be turned away without med-
ications.”

Information on Medicare Part D is
posted on a Web site sponsored by APA and
other advocacy partners at <www.mental

bealthpartd.org>. The GAO report, titled
“Medicare: Contingency Plans to Address
Potential Problems With the Transition of
Dual-Eligible Beneficiaries From Medic-
aid to Medicare Drug Coverage,” is posted
at  <www.gao.gov/new.items/d06278r.

pdfs.

Court Rejects Suit Seeking
To Halt Part D Transition

The court rules that problems anticipated in the suit can be addressed
through mechanisms provided for in the Medicare Modernization Act.

federal district judge in Manhattan
Adenied a suit filed by the Medicare

Rights Center and seven other groups
that sought continuation of existing drug
benefits for “dual eligibles” when they were
switched from Medicaid drug coverage to
the new Part D Medicare prescription drug
program.

The suit was filed in December 2005
in anticipation of what advocacy groups
were predicting would be a logistical dis-
aster when 6 million dual eligibles—some
2.5 million of whom have mental illness—
ceased having their prescriptions paid for
by state Medicaid programs and began
coverage under the new Medicare pro-
gram.

But U.S. District Judge Loretta A.
Preska said the court had no jurisdiction to
order such a continuation of drug benefits
when the anticipated problems were at the
time theoretical and when there was a
mechanism for individuals to seek redress
under the Medicare Modernization Act of
2003 (MMA), the legislation that created
the new program.

“The dual eligibles whose interests
Plaintiffs seek to represent are, in effect, in
no different a position from individuals en-
titled to receive non-MMA Medicare ben-
efits,” the judge stated. “Any Medicare re-
cipient runs the risk that he or she will seek
medical services and, due to a glitch in a
database, be informed, erroneously, that he
or she is not in the system. The Medicare
act does not contemplate that such an in-
dividual can file a complaint in federal court
before even attempting to present a claim
to the agency. It would be a wholesale sub-
version of the Medicare act’s legislative in-
tent to avoid overburdening the courts. . .
if beneficiaries were able to bring federal
cases where a simple phone call, e-mail, or
letter might straighten out the problem.
This rationale applies even more so where,
as here, the alleged glitches are anticipated
but have not yet occurred.”

The ruling was issued in the last week
of December, just before the transition to
the new program was to occur on Janu-
ary 1, and before many of the anticipated
problems were reported nationwide (see
page 1).

The suit, filed against Health and
Human Services Secretary Mike Leavitt,
stated that he was “not taking adequate steps
to meet his obligations under the statute”
to ensure that dual eligibles transitioning
into the new program would receive their
necessary medications (Psychiatric News, De-
cember 16, 2005).

“Unless he does so, countless dual eli-
gibles will fall through the cracks of this
massive program transition; they will not
be effectively transferred to new Medicare
prescription drug coverage and may be left
without needed prescription drug coverage
on and after January 1, 2006,” the suit al-
leged. “Because many of these persons need

BY MARK MORAN

prescription drug coverage to function or
survive, the consequences of no longer re-
ceiving prescription drug coverage will be
calamitous.”

The organizations that filed the suit are
Action Alliance of Senior Citizens of
Greater Philadelphia, Congress of Cali-
fornia Seniors, Massachusetts Senior Ac-
tion Council, National Alliance on Mental
Illness: Maine, New York Statewide Senior
Action Council, Coalition of Voluntary
Mental Health Agencies Inc., United Se-
nior Action of Indiana, and Medicare Rights
Center.

The organizations are represented by
volunteer attorneys with the law firm Paul,
Weiss, Rifkind, Wharton, and Garrison
L.L.P., and the Medicare Rights Center.
They have indicated that they will appeal
Preska’s ruling.

“Nothing in this ruling suggests that the
oldest, poorest, and frailest Americans are
safe,” said Robert Hayes, president of the
Medicare Rights Center, in a statement. “In
the real world, people cut off from life-sus-
taining medicine cannot survive the delay
of an agency appeal.”

The text of the court’s decision in New
York Statewide Senior Action, et al, v.
Michael O. Leavitt, Secretary of the U.S.
Department of Health and Human Ser-
vices [05 Civ. 9549 (LAP)] is posted at
<www.nysd.uscourts.gov/rulings/05CV095
49_opinion_122905.pdf>. B
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Hepatitis, TB

continued from page 5

state hospital sample, primary investigator
William Pirl, M.D., emphasized that for
some patients with serious mental illness,
psychiatric hospitalizations may provide the
perfect opportunity for screening and pre-
vention of infectious diseases.

Pirl is an attending psychiatrist on the
Psychiatric Oncology Service at Massa-
chusetts General Hospital and an instruc-
tor in psychiatry at Harvard Medical
School.

He also pointed out that for patients
who are homeless or have chaotic lives,
“psychiatric care may be their default pri-
mary medical care.”

While hepatitis B and C vaccinations
require several injections spaced weeks or
months apart, Pirl suggested that inpa-
tients receive their first vaccine during
their hospitalization and arrange “outpa-
tient medical care to complete the vacci-
nations.”

“Screening for Infectious Diseases
Among Patients at a State Psychiatric Hos-
pital” is posted at <http://psychservices.
psychiatryonline.org/cgi/content/full/56/12/
1614>. &
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The American Psychiatric Foundation honors its outstanding 2005 individual and corporate donors.

Thanks to your generosity, the foundation raised a record $1.2 million for its Annual Fund.

The American Psychiatric Foundation's grants and programs advance public understanding that mental
illnesses are real and can be effectively treated. Your donations support mental health education and
research that improves the lives of those touched by mental illness.
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Henry Brosin, M.D.*

Robert J. Campbell, III, M.D.
Frank Curran, M.D.*

Anthony M. D'Agostino, M.D.
Robert W. Gibson, M.D.

June Gantz, Ed.D. & Alexander Gralnick, M.D.*
Richard K. Harding, M.D.

Karen Bodreau & Thomas S. Jensen, M.D.
Colin T. Kelley, M.D.

Lawrence C. Kolb, M.D.

Debbie & Jeremy Lazarus, M.D.
J. Pierre Loebel, M.D.

Judd Marmor, M.D.*

Dr. & Mrs. Robert McDevitt, Sr.
John S. Mclntyre, M.D.

Rodrigo Mufioz, M.D.

Lucy Ozarin, M.D.

Francis J. Rigney, M.D.

Carolyn B. Robinowitz, M.D.
Steven S. Sharfstein, M.D.

Mary Kay Smith, M.D.

Kun Po Soo, M.D.*

Harvey R. St. Clair, M.D.*
Nicholas E. Stratas

Garfield Tourney, M.D.*

* deceased

The Platinum Circle - Annual Fund

($2,500 or more)
Altha J. Stewart, M.D.

The Gold Circle - Annual Fund
($1,000 - $2499)

Clarence Chou, M.D.
Cathryn Clary, M.D., M.B.A.
Bernice Elkin, M.D.

Ashok Khushalani, M.D.
Catherine May, M.D. **

R. Michael Pearce, M.D.
Charles Price, M.D. **
Patricia Recupero, M.D., ].D.
John Seed, M.D.

Scott Turkin, M.D.

Horatio Wood, IV, M.D.
Sandra Walker, M.D.

The Silver Circle - Annual Fund
($500-$999)

Sarkis Arevian, M.D.

Farrell Braziel, M.D.

Mary Lynn Dell, M.D.
Prakash Desai, M.D.

David Fassler, M.D.
Jacqueline M. Feldman, M.D.
Merli Fermo, M.D.

Robert Freedman, M.D.
Daniel Gordon, M.D.

Robert Gould, Ph.D.

Ledro Justice, M.D. **
Gregory McCarthy, M.D.
Eliza W. Menninger, M.D.
Robert Tonsing, M.D.

Janet Vergis

** Gifts to the Disaster Recovery Fund for Psychiatrists

Legacy Society

(Planned Gifis to the American Psychiatric Foundation)

Afrim Dangellia, M.D.

Patricia & Abram M. Hostetter, M.D.
Ellenor Lifshutz

Lisa Mavriojanis

Eliza W. Menninger, M.D.

Nicholas E. Stratas, M.D.

Jack Underwood, M.D.

Howard E Wallach, M.D.

Corporate Advisory Council

GRAND PATRON
($25,000 or more)
AstraZeneca Pharmaceuticals
Bristol-Myers Squibb Company
Eli Lilly and Company

Forest Laboratories, Inc.
GlaxoSmithKline

Janssen

McNeil Consumer & Specialty Pharmaceuticals

Pfizer Inc.
Sanofi-aventis

Shire

Takeda Pharmaceuticals North America, Inc.

PATRON

($20,000)

Otsuka America Pharmaceutical, Inc.
Wyeth Pharmaceuticals

SUSTAINING MEMBER

($15,000)
Merck & Co., Inc.

SPONSOR

($10,000)

Alkermes, Inc.

Cyberonics, Inc.

Myriad Pharmaceuticals
Pharmedica Holdings, LLC

DONOR
($5,000)

Abbott Laboratories
IVAX Pharmaceuticals

Professional Risk Management Services, Inc.
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Life’s Demands

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 * Mean ADHD-RS total scores for adults receiving
been systematically evaluated in controlled trials. As with other o/2
psychostimulants indicated for ADHD, there is a potential for ADDERALL XR 20 mg decreased by 41%
exacerbating motor and phonic tics and Tourette’s syndrome. A L. .
side effect seen with the amphetamine class is psychosis. Caution * Clinical data in adults demonstrate that ADDERALL XR

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 « Extended-release formulation may increase the potential
adverse events. These events have also been reported rarely with Y P
amphetamine use. ADDERALL XR generally should not be used for compliance4

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 ONE DOSE DAILY

adjacent page.

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

is generally well tolerated’

www.ADDERALLXR.com 5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
www.ADHDSupport.com (Mixed Salts of a Single-Entity Amphetamine Product)
Shire US Inc. Dextroamphetamine Sulfate Dextroamphetamine Saccharate

...your ADHD support company™ £h' Amphetamine Aspartate Monohydrate Amphetamine Sulfate
1-800-828-2088 Ire

©2006 Shire US Inc., Wayne, Pennsylvania 19087 AJ167 02/06 Reach new hei g hts



Supreme Court

continued from page 2

machine gun does not cross state lines—re-
gardless of whether it was part of a larger
regulatory scheme that affects interstate
commerce—Congress can’t regulate the
firearms. The implications for disability
rights within states are dire because the ADA
is based in part on the constitutional clause
addressing interstate commerce, Mathis said.

“If machine guns can’t be seen as part of
interstate commerce, then what is going to
happen when we’re talking about cases
where there are commerce-clause chal-
lenges to disability rights statutes?” said
Daniel Davis, acting director of advocacy
and public policy at the National Council
on Independent Living. “Are you going to
have to prove that denying an education to
a person with disabilities has an impact on
interstate commerce” to support constitu-
tionally a federal law against that practice?

Alito is also thought to have a very re-
strictive interpretation of Congress’s au-

thority under the 14th Amendment, the
other authority underpinning the ADA.

“We may find that Alito is the fifth vote
to say that Congress had no power under ei-
ther of the sources of authority that it used
to pass the ADA,” Mathis said. “If that is
true, there is no ADA, at least for particu-
lar applications.”

Roberts, as the defendant’s attorney in
Toyota v. Williams, argued for a “very restric-
tive interpretation of the ADA that didn’t
protect a lot of people,” Mathis said. Toyota
had argued that an aggrieved employee was
not really disabled and so could not sue under
the ADA. The Supreme Court found that a
more expansive test was needed to determine
disability and sent the case back to a lower
court (Psychiatric News, August 16, 2002).

Davis said the Supreme Court’s most re-
cent disability rights ruling in Goodman v.
Georgia last month was a “positive decision”
under the leadership of Roberts. The Court
unanimously held that disabled state prison-
ers whose constitutional rights are violated
behind bars can win damages, but it stopped
short of deciding whether states can be sued

on broader grounds under the ADA.

Alito has indicated narrow interpreta-
tions of the scope of disability discrimina-
tion laws, according to disability rights ad-
vocates. Alito ruled that a medical school
was allowed to flag test scores of students
with disabilities who received accommo-
dations. He found that the practice was al-
lowed because the ADA did not explicitly
prohibit such activity.

“The idea that the ADA has to specif-
ically identify every single practice thatis
prohibited is not what Congress in-
tended,” Mathis said. “It intended to write
a very broad law.”

Alito, in his committee testimony, pointed
out that there were cases where he ruled as
ajudge on the 3rd U.S. Circuit Court of Ap-
peals to uphold disability rights and was re-
versed by the Supreme Court, such as in
Thomas v. Commissioner of Social Security. Alito
ruled that the plaintiff was eligible to receive
Social Security disability benefits because
the only job she was able to perform—ele-
vator operator—no longer existed in “sub-
stantial numbers in the national economy.”

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., 2005. 4. Claxton A}, Cramer J, 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 Cll Rx Only

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.

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-IVe criteria for
ADHD, along with extrapolation from the known efficacy of ADDERALL®, the immediate-release formulation of this substance.
CONTRAINDICATIONS

Advanced arterloscler05|s symptomatlc cardiovascular disease, moderate to severe hypertension, hyperthyroidism, known

individuals experiencing adverse events without first grouping similar types of events into a smaller number of standardized
event categories. 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 of In two placebo-controlled studies of up to 5 weeks duration
among children with ADHD 24% (10/425) of ADDERALL XRe treated patients discontinued due to adverse events
(including 3 patients with loss of appetite, one of whom also reported insomnia) compared to 2.7% (7/259) receiving
placebo. The most frequent adverse events associated with discontinuation of ADDERALL XRe in controlled and uncontrolled,
multlpte -dose clinical trials of pediatric patients (N=595) are presented below. Over half of these patients were exposed to
ADDERALL XRe for 12 months or more.

Adverse event % of pediatric patient: ntinuing (n=
Anorexia (loss of appetite) 29
Insomnia 15
Weight loss 12
Emotional Iabrlity 1.0
Depressio 0.7

Ina separate placebo-controlled 4-week study in adolescents with ADHD, eight patients (3.4%) discontinued treatment due to adverse
events among ADDERALL XRe-| treated patients (N=233). Three patients discontinued due to

Y amines
Agitated 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

insomnia and one patient each for depression, motor tics, headaches, light-headedness, 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)
ONE DOSE DAILY each for and and, 0.5% (n=1) each for ALT increase, agita-

GS . X . L o) tion, chest pain, cocaine craving, elevated blood pressure, and weight loss.
Psychosis: Clinical experience suggests that, in psychotic patients, administration of H Adverse events occurring in a controlled trial: Adverse events reported in a 3-week clinical
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder. trial of pediatric patients and a 4-week clinical trial in adolescents and adults, resp: y,

Long-Term Suppression of Growth: Data are inadequate to determine whether chronic use of

treated with ADDERALL XRe or placebo are presented in the tables below.

stimulants in children, including amphetamine, may be causally associated with suppression | 5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES | The prescriber should be aware that these figures cannot be used to predict the incidence of
of growth. Therefore, growth should be monitored during treatment, and patients who are not | (Mixed Salts of a Single-Entity Amphetamine Product) | adverse events in the course of usual medical practice where patient characteristics and other

growing or gaining weight as expected should have their treatment interrupted. Dextr
Sudden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been

Sulfate Dextr

e Saccharate | factors differ from those which prevailed in the clinical trials. Similarly, the cited frequencies

Aspartate

e Sulfate | cannot be compared with figures obtained from other clinical investigations involving different

reported in association with amphetamine treatment at usual doses in children with
structural cardiac abnormalities. Adderall XRe® generally should not be used in children, adolescents, or adults with
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.

Hypertension: 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 %) patients 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 patlents Similar results were observed at higher doses.

In phar stu , isolated increases in systolic blood pressure (above the upper 95%
Gl for age gender and stature) were observed in 247 (12%) and 8/23 (35%), subjects administered 10 mg and 20 mg
ADDERALL XRe, respectively. Higher single doses were associated with a greater increase in systolic blood pressure. All
increases were transrent appeared maximal at 2 to 4 hours post dose and not associated with symptoms.

Tics: 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

an ors. The cited figures, however, do provide the prescribing
physician with some basis for estimating the retatlve 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 Stud

Effects on Weight: have been with decreased 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 patlents receiving 10 mg and
20 mg ADDERALL XRe. Higher doses were associated with greater weight loss within the initial 4 weeks of treatment.

ion for Patients: may impair the ability of the patient to engage in potentially hazardous activities such
as operating machinery ur vehicles; the patlent should therefore be cautioned accordingly.

rug idifying ag g agents
ascorbic acid, etc.) lower absorptlun 01 amphetamines.
Urinary acrd/fy/ng 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.
Adrenergic b/ockers—Adrenerglc blockers are inhibited by amphetamines.
Gastrointestinal ents (sodium bicarbonate, etc.) increase absorption of amphetamines.

Co- admlnlstratlon of ADDERALL XRe and gastrointestinal alkalinizing agents, ‘such as antacids, should be avoided. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-i ionized species of the amphetamine
molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and therefore potentiate the
actions of amphetamines.

reserpine, glutamic acid HCI,

tricyclic may enhance the activity of tricyclic anti i agents;
d amphetamrne wrth desrpramme or protriptyline and possibly other tricyclics cause strtklng and sustained increases in the
of d in the brain; effects can be potentiated.
MAQ inhibitors—MAOI antidepressants, as well as a metabolite of furazolidone, slow amphetamine metabolism. ThIS
slowing potentiates amphetamines, increasing their effect on the release of pinephrine and other
adrenergic nerve endings; this can cause headaches and other signs of hypertensive crisis. A variety of toxic neurologlcal
effects and malignant hyperpyrexia can occur, sometimes with fatal results.
may the sedatrve effect of antihistamines.
may effects of antihypertensives.
Chlﬂrpromazme—chlorpromazme 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.

thhrum carbonate—The anorectlc and stimulatory effects of amphetamines may be inhibited by lithium carbonate.

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.
Phenabarbrta)—Amphetamlnes may delay intestinal absorptlon of phenobarbital; co-administration of phenobarbital may
produce a synergistic anticonvulsant action.

Phenytoin—Amphetamines may delay intestinal absorption of ph in; co inistration of phenytoin may produce a syn-
ergrstrc anticonvulsant action.

In cases of propoxypl ge, ine CNS sti ion is jated and fatal Isions can occur.
Veratrum alkaloid rnhibil the hyp effect of veratrum alkaloids.
Drug/L y Test { i can cause a significant elevation in plasma corticosteroid levels. This

rncrease is greatest in the e\/emng Amphetamlnes may interfere with urinary steroid determinations.

/M and f Fertility: No evidence of carcinogenicity was found in studies in which d,I-
amphetamrne (enantiomer ratlo of 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 mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female rats. These doses are approximately 2.4, 1.5,
and 0.8 times, D the human dose of 30 mg/day [child] on a mg/m? body surface area basis.
Amphetamine, 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,I-Amphetamine (1:1 enantiomer ratio) has been reported to produce a positive response in the mouse bone mar-
fow 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 ADDERALL® (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 human dose of 30 mg/day [child] on a mg/m2 body surface area basis.
Fetal malformations and death have been reported in mice following p: doses of 50
mg/kg/day (approximately 6 times that of a human dose of 30 mg/day [child] on a mg/m? basrs) 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 and 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 dextroamphet-
amine sulfate with lovastatin 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 on ines have an i
and low birth weight. Also, these infants may experience sympt of wi as
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 XRe in 3-5 year olds have not been studied. Long-term effects
of amphetamines in children have not been well are not 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
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of

risk of premature delivery
by dysphoria, including

m PSYCHIATRIC NEWS / Fefiruary 3, 2006

Body System Preferred Term ADDERALL XRe Placebo
(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 Adolescents Weighing < 75 kg/165 Ibs Recervmg ADDERALL XRe with
Higher Incidence Than Placebo in a 287 Patient Clinical Forced Weekly-Dose Titration Study*

Body System Preferred Term ADDERALL XRe Placebo
(n=233) (n=54)
General Abdominal Pain (stomachache; 1% 2%
Digestive System Loss of Appetite ° 36% 2%
Nervous System Insomnia ® 12% 4%
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 fo 40 mg

Table 3 Adverse Events Reported by 5% or More of Adults Receiving ADDERALL XR® with Higher Incidence Than on
Placeho 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 7% 0%
Insomnia 21% 13%
System Tachycardia 6% 3%
Metabolic/Nutritional Weight Loss 1% 0%
Urogenital System Urinary Tract Infection 5% 0%

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:
dia, elevation of blood pressure, sudden death, myocardial infarction. There have been

|solated reports ot cardic P i with chronic
Central Nervous System: Psychotic episodes at dost dizziness, insomnia,
euphoria, dyskinesia, dysphoria, depression, tremor, headache, exacerbatlon of motor and phonic tics and Tourette's
syndrome, seizures, stroke.
Gastrointestinal: Dryness of the mouth, unpleasant taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia
and weight loss may occur as undesirable effects.
Allergic: Urticaria.
Endocrine: Impotence, changes in libido.
DRUG ABUSE AND DEPENDENCE
ADDERALL XRe is a Schedule |1 controlled substance.

ave been ly abused. Tolerance, extreme psychological dependence, and severe social disability have
occurred. There are reports of patients who have increased the dosage to many times that recommended. Abrupt cessation
following prolonged high dosage administration results i tﬂ extreme fatigue and mental depression; changes are also noted on

the sleep EEG. \ of chronic i may include severe dermatoses, marked insomnia,
irritability, hyperactivity, and personallty changes. The most severe ion of chronic intoxication is p: otten
clinically i froi enia.

OVERDOSAGE

Individual patient response to amphetamines varies widely. Toxic may occur idi at low doses.
Symptoms Manifestations ot acute overdosage with i include tremor, hyperreflexia, rapid

panic states, hyperpyrexia and rhabdomyolysis. Fatigue and depression
usually follow the central nervous system stimulation. Cardiovascular effects include arrhythmias, 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 symptomatrc and mctudes gastrrc Iavage administration of activated charcoal, administration of a cathartic
and sedation. E with h ialysis is to permit on in this regard.
Acidification of the urine increases amphetamme excretion, but is believed to increase risk of acute renal failure if myoglobrnuna
is present. If acute severe hypertension
been suggested. However, a gradual drop in blood pressure will usually result when sufﬂment sedation has been achleved
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 XR® should be considered when treating patients with overdose.
Dispense in a tight, 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].

anufactured for: Shire US Inc., Wayne, PA 19087 Made in USA For more information call 1-800-828-2088, or visit
wwi.adderallxr.com. ADDERALL® and ADDERALL XRe are registered in the US Patent and Trademark

Office. Copyright ©2005 Shire US Inc. 1
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The high court deferred to the judgment of
the Social Security Administration.

Opponents of Alito counter by high-
lighting ADAPT v. United States Depart-
ment of Housing and Urban Development, in
which Alito ruled that people with disabil-
ities could not sue the federal housing de-
partment for failing to enforce its own re-
quirements for accessible housing. HUD
regulations require that 5 percent of fed-
erally funded public housing units are ac-
cessible for people with mobility impair-
ments, and 2 percent are accessible for
people with sensory impairments. A later
decision by a different court also removed
any right to sue the housing authority.

“If the law and regulations call for ac-
cessible housing and no one is doing any-
thing about it, and if the judiciary is not
going to hold [housing agencies] account-
able on it, who will?” David said. “That is
an example of a narrow view on justice that
frankly concerns us.”

Other cases challenging the ADA%s com-
munity-integration mandate that the
Supreme Court established in Olmstead v.
L.C. are moving through the lower courts.
A three-judge panel of the larger appellate
court Alito sat on decided in a similar case
that the ADA outlawed unnecessary insti-
tutionalization. After its case was rejected,
Pennsylvania asked the entire circuit court
to reconsider the ruling, but it refused to
do so. Disability rights advocates noted that
Alito voted to rehear the case, presumably
because he wanted to reverse the decision.

Online analyses of Roberts’s and Alito’s
court decisions are posted at <www.bazelon.
org/takeaction/alerts/11-13-05-AlitoAlert.
btm>, <www.nsclc.org/mews/05/07/NSCLC
statement—rvoberts.pdf>, and <www.
ncil.ovg/advocacy/alerts/2005/alito.btml>. W
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Amniotic Fluid

continued from page 25

Amniotic fluid can be swallowed by the
fetus and is inhaled at rates of 7 ml/day at
16 weeks gestation to 210-760 ml/day at
term, said Loughhead and colleagues. “The
significance of respiratory exposure to an-
tidepressants in the fetus is unknown but
can theoretically be both significant and ef-
ficient and would bypass fetal hepatic me-
tabolism before [central nervous system]
exposure.”

Deciding whether to treat pregnant
women with antidepressants or other psy-
chotropic medications is complicated, said
Freeman.

“You must carefully weigh the risks of
exposing babies to medications with the
consequences of untreated maternal de-
pression,” she said. “We know there are
also serious negative consequences of un-
treated maternal depression on infant out-
comes.”

Both Freeman and Loughhead called for
more research to study the effects on the
fetus and routes of exposure of drugs taken
by pregnant women. Such research and de-
velopment might lead to new medications
that less readily enter amniotic fluid, fetal
circulation, or breast milk and thus raise
fewer concerns for pregnant women and
their physicians, wrote the study authors.

The study was funded by grants from
Pfizer Pharmaceuticals, GlaxoSmithKline,
and a National Institute of Mental Health
Specialized Center of Research grant.

“Antidepressants in Ammniotic Fluid:
Another Route of Fetal Exposure” is posted
at <http://ajp.psychiatryonline.org/cgi/
content/full/163/1/145>.
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Volunteers

continued from page 1

Edna Davis-Brown, project manager for
Westover, speaking on behalf of SAMHSA.

“It was hard to find psychiatrists to send
over the holidays, and it was also hard to
find local people, since they were trying to
restart their lives like everyone else in the
area,” said Davis-Brown.

Reactions Varied by Setting

May, who is in private practice in Wash-
ington, D.C., and on the clinical staffs of
George Washington and Howard Univer-
sity hospitals, stayed at a reform school
while serving first at a tent city of evacuees
and then on board an anchored cruise ship
pressed into service as a shelter. The two
settings could not have been more different,
she said in an interview.

The people in the tents had lived in rural
areas around nearby Pass Christian, Miss.,
“tied to the earth,” said May. Many had
evacuated before the storm, and their houses
had been wiped out. “Yet ask them how
they’re doing and they’d talk about getting
by on faith, prayer, God, and family. They
were tied into a support system and were
better able to tap into social and spiritual
resources.”

Evacuees on the ship came from more
varied backgrounds, farther from their cur-
rent refuge, she said. Many had ridden out
the storm in attics, watching their posses-
sions float away. On board the ship, people
seemed more guarded and socially isolated,
she said. People arrived at the ship with
their medications but soon ran out, leaving
doctors to juggle ways of substituting drugs
from an inadequate supply.

Planning to assure adequate supplies of
medications and licensing and insurance
for out-of-state physicians ought to be ad-
dressed before future disasters strike, said
May. Louisiana’s temporary law allowing
outside doctors to practice in the state ex-
pired at the end of the year. They were not
covered by federal insurance since that ap-
plied only to unpaid volunteers, and the
psychiatrists received a stipend of $200 a
day.

“All of these are solvable problems,” she
said. “You have to go down expecting the
unexpected and just roll with it.”

At both sites, she and her colleagues had
to develop case-management systems and
help people reintegrate into their recon-

A little pharmaceutically incorrect humor
lightens the décor around the makeshift clinic
on bhoard the M.S. Holiday, a floating shelter for
storm evacuees.

structed communities. That was not easy,
given that many local psychiatrists had not
yet returned to work, patients lacked trans-
port to get to doctors, and many had lost
both their livelihoods and the health in-
surance that went with them.

With a delay of five or six weeks before
patients could be seen at the nearest men-
tal health center, May identified those who
had to be seen soonest and arranged for the
rest to get sufficient medications to tide
them over the wait.

Toward the end of her two-week stay,
May and fellow psychiatrist Lorna Mayo,
M.D., who is researching medical quality
at the Veterans Affairs Medical Center in
White River Junction, Vt., went through
charts on the ship looking for high-risk
patients, patients with no planned follow-
up, and patients with multiple prescrip-
tions and left a list for the doctors who
would succeed them to offer some conti-
nuity of care.

“I had an overwhelmingly positive ex-
perience despite some of the logistical and
systemic difficulties,” said May. “It reaf-
firms my faith in the power of the human
spirit to transcend adversity.”

Adaptability Is the Key

Leslie Hartley Gise, M.D., a commu-
nity psychiatrist in Kula, Hawaii, and a clin-
ical professor of psychiatry at the Univer-
sity of Hawaii at Manoa, worked in a shelter
housing 300 people from New Orleans’
Lower Ninth Ward for her two weeks, be-
ginning September 30, 2005, one month
after the hurricane. On some days she had
a heavy clinical load, but at other times she,
too, practiced psychiatry by walking around.
People were reticent at first but soon
enough told her their stories of living
through the storm and flood.

Logistics were sometimes problematic,
said Gise. The team was placed together in
a hotel at first, but later had to split up to
sites more than an hour’s drive from the
shelter. Orientation consisted of a brief
video. She had no contact with the team
that succeeded hers in the shelter and little
contact with local medical or mental health
professionals.

Still, adaptability was essential for ac-
complishing the mission, said Gise. “You
had to think on your feet when labs could
not fax you back results because there were
no phones or when some patients had none
of their prescriptions filled while others got
the same one three times over.”

Basketball + Psychiatry = Help

Stovall, who is medical director of adult
outpatient services at Community Health-
Link in Worcester, Mass., served as part of
a 16-member team, along with two other
psychiatrists and social workers, psycholo-
gists, pastoral counselors, and a nurse.

Stovall’s work took him to several Red
Cross shelters in the parishes north of New
Orleans, caring for evacuees from the city.

“We provided daily rounds of psychi-
atric services plus a little general medicine,”
he said, echoing the experience of other
volunteers. “On many days, I was the only
physician in the shelter.”

He tried to involve himself broadly in
the daily life of each shelter he visited—
playing basketball with the children, help-
ing them with homework, even serving food
occasionally. As he became a familiar sight
to shelter residents, they felt better about
approaching him to talk about their men-
tal conditions.

“Once they got to know me, people
would talk to me about their pre-existing
mental illness,” he said. “They had been
afraid to say anything before for fear of
being kicked out of the shelter or being de-

Courtesy of L(')rna Ma);o, M.D.
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Damaged roads and bridges slowed travel for medical volunteers and other aid workers.

nied relocation. But when I approached
them in an open, confidential, and trust-
ing way, they understood that I was a per-
son who could help them.”

Help included identifying and assess-
ing people with mental illness, restarting
their medications, helping them sort out
the next step in their lives, and trying to
link them to an ongoing source of psy-
chiatric care, if those other services were
available.

“I was surprised at the level at which
people were able to survive in spite of their
mental illness,” he said.

The volunteer program offered lessons
for everyone concerned.

“Overall, it was a successful project, but
it had its challenges, and SAMHSA has
learned a lot,” said Davis-Brown. “Every-
one involved needs to be flexible because
needs will change constantly. You have to
get to the area, find out what's being done,
and decide how best to support and coor-
dinate efforts with others like state officials,
the Red Cross, and FEMA.”

Even as all parties learned from their
experiences, the presence of visiting psy-
chiatrists and mental health professionals
was “very helpful,” said David Edward
Post, M.D., medical director of the Cap-
ital Area Human Services District in Baton
Rouge.

Some volunteers were undeterred by any
bumps in the road. In mid-January May and
Mayo returned on their own to the Missis-
sippi tent clinic to observe the transition
from a crisis-intervention program to a sus-
tained community setting in a local family
practice. May also found that the recon-
struction of lives proceeds slowly.

“In the tent city, the population has
shifted a little,” she said on her return to
Washington. “Those with strengths and re-
sources are starting to be able to pull ahead,
but for many of those with limited finan-
cial, personal, or spiritual resources, life re-
mains extremely challenging.”

More information on APA’s burricane
response efforts and resources is posted on
APA’s bomepage at <www.psych.org>. B

Accounts From the Front Lines

Among those volunteering to provide mental health services after Hurricane Katrina was the
Massachusetts husband-and-wife team of psychiatrist Jay H. Holtzman, M.D., chief of psy-
chiatry at Cooley-Dickinson Hospital, part of the Dartmouth-Mary Hitchcock Alliance, and
psychotherapist Rorry Zahourek, Ph.D., A.PR.N., B.C., who served in both New Orleans and
Baton Rouge at an evacuation center. Below are edited excerpts from the e-mailed diary they

sent to friends.

New Orleans—Everywhere we saw people looking at or going through their houses, actually,
their rubble. We stopped and offered them water, snacks, masks to prevent inhaling crud,
and just made some small talk. Don’t know whether we helped, but most of them seemed
happy to talk with us, share their stories and sometimes their photos, and expressed real
gratitude that we had come down to help out where we could. We realized after a few days

of this, that this was “Disaster Psychiatry.”

—Holtzman

Baton Rouge—~People who had mental health problems before are really suffering now—
many don’t have their meds, and others are so traumatized they are not doing well. The
three | saw today were remarkable. One woman with a long history of psychosis said this
was the first crisis of her life that she didn’t go back into the hospital. Another schizophrenic
woman who just had had a mastectomy for breast cancer the beginning of August was doing
relatively well. A severely drug-addicted, alcoholic woman said this was the closest she has
been to her children in many years, and so, in a crazy way, the storm may be a blessing.

—Zahourek

New Orleans—One thing that | don’t see written about is the degree of trauma and destruc-
tion to the mental health infrastructure in New Orleans. Not only have the clinics and hospi-

tals been destroyed, but also the staffs have been displaced and made homeless. Many are

still living in hotels and are themselves struggling with FEMA and insurance.

—Zahourek

Baton Rouge—It is frustrating to know that we could be doing more if the local agencies
weren't so battered that they are having trouble using us efficiently, but that’s part of the
devastation. | believe that understanding that, going with it, and being flexible and creative
about how you can best function and contribute is essential to feeling positive about disaster

work.

—Zahourek
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“ PsychiatryOnline is incredible! I can easily refer to it
for diagnostic criteria, treatment guidelines, or simply
to review the latest journal articles. It's the easiest, quickest,
and most intuitive way to access psychiatric information. I
get more work done in less time, and the quality of my work
has improved. I would encourage all psychiatrists to gdet it.
I would even go so far as to say that PsychiatryOnline.com
will serve to strengthen the psychiatric profession and help
keep psychiatrists in the fore-front of mental health
diagnosis, treatment, and research. ’ ,
— Scott Monteith, M.D., Traverse City, Michigan
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DARTMOUTH MEDICAL SCHOOL

The Department of Psychiatry of Dartmouth Medical

School seeks candidates for two positions at our
Dartmouth-Hitchcock Medical Center site. Both positions You Wouldn't Visit a GP for Neurosurgery
involve the opportunity to develop collaborative care

services with other Departments within the Dartmouth-
Hitchcock Medical Center.

Child Psychiatry Section Chief
The Department of Psychiatry is seeking a Professor or Associate Professor of Psychiatry to

lead the Child and Adolescent Psychiatry Section. The successful candidate will be a board . . o - .y
certified child and adolescent psychiatrist who has demonstrated skills as an academic/ So Trust Your Career to a Firm that SpeCIallzeS In PSyChIatrlStS Only

clinical leader.

The Child Section Chief role will include conceptualizing and developing clinical services,
promoting and facilitating research at all clinical sites, and supporting the teaching and
training functions of the section. The Child Section Chief will recruit, mentor, and support We’re a national recruitment firm with one simple focus:
high-quality child-focused faculty members. The Child Section Chief will work as part of the
Children's Hospital at Dartmouth (ChaD) to develop a sustainable model of pediatric mental
health services for the region. The ideal candidate will also either be directly engaged in tenens and permanent job opportunities.
research or have experience nurturing research in child psychiatry.

Find out why hundreds of psychiatrists rely on Psychiatrists Only.

matching qualified psychiatrists with the most desirable locum

- Nation’s largest selection of positions
Adult Psychiatrist

The Department of Psychiatry is also seeking an Adult Psychiatrist to join our faculty. The
position will involve outpatient triage evaluations, consultation, and short term care for + Professional staff with 60 years of combined experience
patients served by non-psychiatric outpatient physicians in this tertiary care medical setting.
The successful candidate will also serve as an ambassador to other outpatient departments
and help to develop a model of integrated psychiatric and general medical outpatient care for - Adherence to the industr Y’S highest ethical standards

our setting. + Prompt and Competitive payment for locum tenens physicians,

+ Physician owned and managed

+ Personal service combined with sophisticated technology

Academic duties include teaching and supervision of medical students and residents. malpractice coverage with A++ carrier, bonuses for long-term

Research opportunities available and encouraged. Candidates should be Board certified or assignments, assistance with state medical licensure
eligible in Psychiatry. Academic rank and salary consistent with experience.

Member, NAPR and A Charter Member of National Association of Locum Tenens Organizations
Please send Curriculum vitae and three letters of reference for either position to:

William C. Torrey, M.D., Chair, Search Committee Call 1-800-583-2256 and ask for Georgia or Scot

Dartmouth-Hitchcock Medical Center or visit us at www.psyonly.com | Or FAX your CV to 800-838-9843
Department of Psychiatry
One Medical Center Drive
Lebanon, NH 03756

gL
e-mail: William.C.Torrey@Dartmouth. EDU )
Psychigfrists Qm;
Y()(flllll tenens illl(l [)b‘['[llilllﬁl’ll l)l‘(l('tﬁ[ll("lll

Dartmouth College is an Equal Opportunity/Affirmative Action Employer.
Women and minorities are strongly encouraged to apply.

- : : UniversityHospitals
Hippocrates advised: HealthSystem

' ' In Pursuit of
<njoy llfe- ana Excellence... EiCask
the practice .

Of 'th e art. v CHILD & ADOLESCENT PSYCHIATRIST

Division of Child & Adolescent Psychiatry
University Hospitals of Cleveland/Case School of Medicine

Qgen rank faculty positions are now available within a growing,
vibrant section of child and adolescent psychiatry. A significant
portion of the successful applicant’s efforts will be dedicated to
serving as a co-investigator on externally funded research studies.
Protocols currently include treatment and phenomenological
studies in youths with mood, psychotic, disruptive behavior, and
pervasive developmental disorders. This is an excellent, unique
opportunity for an academically minded professional. Salary
and academic rank_are highly competitive and commensurate
with qualifications. Please send mtaumes to: Robert L. Findling,

D, Department of Psychiatry, 11100 Euclid Avenue, Cleveland,
OH 44106. Fax inquiries to 216-844-5883 or Email Robert.
Findling@uhhs.com.

We ta ke that tO heart_ Cross-specialty collaboration and a comprehensive

network of support are just a few of the advantages
that make working with us so enjoyable. \We also

offer a highly competitive compensation and benefits ABOUT THE DEPARTMENT OF PSYCHIATRY

Even in modern medicine’s earliest days, its
founder understood the importance of balance
in the healing arts. Kaiser Permanente embraces

& practice that promotes qualty of e both e ol ane ortd over The Department of Psychiatry is located near the southern shore
T Yo consideraton, please forward your CV 10 of Lake Erie where the University district includes the affordable
flexible schedule and, rr{ost importantly, trust you Kaiser Permanent'e, Professional Recruitment, and hIStOFIC nel thI’hOOdS Of Shaker He'ghtS; UnIVGI’SIty HelghtS,
to make decisions about your patients” health. 393 East Walnut Street, Pasadena, CA 91188.8013. and Cleveland Heights, an outstanding public school System, a
PSYCHIATRISTS e AAPIEED arnplonay KR 010 world class orchestfra, and abundant recreational activifies. Uni-
Somthern Coltformia versity Hospitals of Cleveland and Case Western Reserve are
e Affirmative Action/Equal Opportunity Employers. Women and mi-
h N nor|t||es are tstr(_)tn}ql?/f,enc?uragetd to appl)ly. Th\(/a_ l.{nlversr% IS aB
KAISER PERMANENTE. thrive equal-opportunity/aifirmative action employer. Visit us on the we
Southern California Permanente Medica?Group http://physiciancareers.kp.org at WwwcaseedU/med/pSyChlatry
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GERIATRIC PSYCHIATRIST

Department of Psychiat

University Hospitals of aeveland/Case School of Medicine

Several open rank, full-time faculty positions in Geropsychiatry are
available in either the tenure or nontenure track at Case Western
Reserve University/University Hospitals Health System. Positions
involve a combination of administrative leadership, teaching,
clinical care, and consultation. Salary support for development of
the faculty members own areas of research leading to independent
support is available. Please send Inquiries to: Lindsey Dozanti
Faculty Recruitment, Department of Psychiatry, 11100 Euclid
Avenue, Cleveland, OH 44106. Fax inquiries to 216-844-3851 or
Email Lindsey.Dozanti@uhhs.com.

ABOUT THE DEPARTMENT OF PSYCHIATRY

The Department of Psychiatry is located near the southern shore
of Lake Erie where the University district includes the affordable
and historic neighborhoods of Shaker Heights, University Heights,
and Cleveland Heights, an outstanding public school system, a
world class orchestra, and abundant recreational activities. Uni-
versity Hospitals of Cleveland and Case Western Reserve are
Affirmative Action/Equal Opportunity Employers. Women and
minorities are strongly encouraged to apply. The University is
an equal-opportunity/affirmative action employer. Visit us on the
web at www.case.edu/med/psychiatry.

(U7, , , aDynamic Psychiatric Practice

Heartland Health, a sophisticated, independent
healthcare system based in St. Joseph, MO, is seeking a
licensed, BC/BQ psychiatrist to help build an acute, short-
term care practice in our new 24-bed Mental Health Unit.
Opportunities are available to provide in-patient, out-
patient and consulting services. This hospital-paid position
offers a comprehensive benefits package and a dynamic
atmosphere in which to practice.

Heartland Regional Medical Center is a 350-bed
acute care facility serving a regional population of 300,000
in NW Missouri and NE Kansas. It ranks third in
admissions in the Kansas City area and is a multi-time
recipient of the HealthGrades Distinguished Hospital
Award for Clinical Excellence. The award places
Heartland among the top 3% of hospitals in the nation.

St. Joseph is a friendly, welcoming community of
75,000 with an excellent school system and low cost of
living. Recreational activities abound with three golf
courses, numerous tennis and health clubs, 11 museums
and access to scores of hunting, fishing and camping
areas. Enjoy small town charm with an international
airport, metropolitan amenities, and the mental health
facilities of UMKC within an hour of the hospital.

Explore the Possibilities...

To learn more, contact Pam Klaus
Medical Staff Development Coordinator

pam.klaus@heartland-health.com

Heartland Health
ST. JOSEPH, MISSOURI

m PSYCHIATRIC NEWS / Fetiruary 3, 2006

College of Medicine
The Texas A&M University System
Health Science Center

R SCOTT & WHITE

Associate Chair
Department of Psychiatry
TEXAS A & M UNIVERSITY SYSTEMS COLLEGE OF MEDICINE
SCOTT & WHITE CLINIC, HOSPITAL, AND HEALTH PLAN
CENTRAL TEXAS VETERANS' HEALTH CARE SYSTEM

Scott & White Clinic and Hospital, and Texas A&M University
Systems Health Science Center College of Medicine, Temple, TX is
seeking a Clinical/Academic psychiatrist to lead, manage, and expand
an established and therapeutic, clinical department as the Associate
Chair of the Department of Psychiatry. Candidates should be
recognized leaders in psychiatry with demonstrated superior clinical,
administrative, and leadership skills. This position involves clinical care
of adults, in both inpatient and outpatient settings, with broad
responsibility for teaching medical students and psychiatry residents.
Interest and experience in teaching is required, and interest in research
is desirable. Teamwork and collegial interactions are emphasized
within the Department and across specialties and departments. Close
working relationships with colleagues in other departments, especially
in primary care regional clinics, are emphasized.

Scott & White Clinic, a 500+ physician directed multi-specialty group
practice, is part of the Scott & White integrated healthcare system
which includes the 465 bed tertiary Scott & White Memorial Hospital,
and the a 185,000 member Scott & White Health Plan. Scott &White is
the primary teaching campus of the Texas A&M University Systems
Health Science Center College of Medicine.

Temple is located 60 miles north of Austin on Interstate 35. The

community is an ideal setting for families, outdoor recreation, with easy
access to major metropolitan areas in Texas. Salary and benefits are
competitive, including 20 days of annual leave and 15 days of CME
leave with a stipend for travel.

For more information, please contact: Paul Golden, Physician
Recruitment, Scott and White Clinic, 2401 S. 31st St., Temple, TX
76508. (800) 725-3627 Fax to 254-724-4974, e-mail
drrpfg@swmail.sw.org Scott & White is an equal opportunity
employer. For more information on Scott & White, please visit our web
site at: www.sw.org. For Texas A&M www.tamhsc.edu

Phone: 800-455-2485 « Fax: 816-271-7750

An Equal Opportunity Employer

www.heartland-health.com

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
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www.vacareers.va.gov

The
Best Care

Psychiatrists... Your new career begins here.

With a national network of over 500 facilities to choose
from, the Department of Veterans Affairs offers a wide

“range of health care career opportunities. VA operates
an integrated health care system providing one
million acute hospitalization and over 32 million
outpatient visits per year. As members of VA’s
comprehensive and multidisciplinary health care team,
VA Psychiatrists are challenged everyday to deliver
the best care to a patient population with complex
health problems. To learn more about the many
attractive benefits of a career with VA and the many
unique rewards of working with our Nations’ veterans
visit us at our web site www.vacareers.va.gov or call
1-800-949-0002.

‘V'\ Department of
\.L Veterans Affairs

An Equal Opportunity Employer

AUSTRALIA:

THE ULTIMATE ADVENTURE

“Our Aussie adventure ranks right up

there with the ‘Best Five’ we have
had in our lives including our
wedding and the birth of our
children. Now that’s pretty
darn good! I was challenged
at each location, my skills

were utilized to their full poten-
tial, and I made a real contribu-
tion to the health care of local citi-
zens. Thanks Global for the outstanding
support you gave us!”

— Linda and Ken Lauren, MD

It’s easier than you think to take a self-sustain-
ing sabbatical and enjoy the adventure of a lifetime.
Call us or see our web site for details.

Phone: 1-800-760-3174 - Fax: (801) 284-8868
Email: Doctors@gmedical.com - Web Site: www.gmedical.com

Global Medical Staffing, Ltd.

UniversityHospitals
HealthSystem

k] CASE

CASE WESTERN RESERVE UNIVERSITY

In Pursuit of
Excellence...

Associate Director, Bipolar Disorders Research Center
Department of Psychiatry
University Hospitals of Cleveland/Case School of Medicine

The Bipolar Disorders Research Center at Case Western
Reserve University/University Hospitals of Cleveland (CWRU/
UHC) is inviting applications for the position of Associate Director.
The scientific theme of the Center is interventions and services
research designed to improve clinical outcomes in underserved
populations, including those with rapid cycling, dual diagnosis
presentations, forensic complications, adults and older adults,
and more recently, ‘deployment mental health’. The main goal of
this position is to facilitate the growth of the center through strong
operational oversight of Federally-funded research. Applicants
must have an MD or a PhD and extensive experience with NIMH-
funded research projects. University Hospitals of Cleveland and
Case Western Reserve are Affirmative Action/Equal Opportunity
Employers. Women and minorities are strongly encouraged to

apply.

Interested individuals should forward their CV to Joseph.
Calabrese@uhhs.com or call 216/844-2865.

www.case.edu/med/psychiatry

Medical Staff

Isn't that music
to your earss '

MEDICAL DOCTOR ASSOCIATES

C ) At MDA, that's

MhDICAL DocTtoR & prom,se. e

and we mean it. Saying we
support the physicians we place is
easy...actually being their advocate is
our job. Talk with us and you'll see.

Notes about our quality
distinctions:
B We offer occurrence form
malpractice insurance
Psychiatry locum tenens Single contact service

NCQA certified CVO

MDA is the only Competitive rates

|

]

|
national multi- B Experienced consultants
specialty locum

tenens organization Feel free to call or click, anytime.

800.780.3500

that offers occurrence

form professional

liability insurance.
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Set amidst pastoral surroundings, our state-of-the-art
Jacility makes it easy for our nurse professionals to do Hall-Brooke
their best and make a difference in each others’ Behavioral

—and our patients’—lives. .
P Health Services,

Unit Chief,

Women'’s Inpatient Service

Hall-Brooke Behavioral Health Services is recruiting a full-time psychiatrist to
join an expanding inpatient service at our Westport, CT campus. The Unit Chief of
Women’s Inpatient Services will manage a 16-bed women’s program in a newly
constructed unit scheduled to open in January 2006. Responsibilities include su-
pervision of staff psychiatrists, oversight of all clinical and administrative activities
involving the unit, and management of acute inpatients. There is minimal weekend
and call requirements. Several psychiatrists have joined Hall-Brooke in the past 18
months to oversee new programs. Our 76-bed hospital has adult, addiction, mood
disorder, child/adolescent, latino, and women’s health services. Affiliations with St.
Vincent’s Medical Center in Bridgeport, CT and the Columbia University Depart-
ment of Psychiatry in New York offer opportunities for career development. Job
responsibilities may be tailored to suit specific skill areas or interests.

Westport, CT

Interested candidates should contact

Thomas Smith, MD, Chair, Department of Psychiatry, St.Vincent's Medi-
cal Center and Medical Director,Hall-Brooke Behavioral Health Services,
Phone: 203-221-8804, Fax: 203-226-8616, Email: tsmith@svhs-ct.org. eoe

HALIL-BROOKE

BEHAVIORAL HEALTH SERVICES
Vet % cMw; " Columbia University
NI Cirmion
CENSION  Exceptional Care for
WEALYM . Mind, Body, and Spirit.

PSYCHIATRIST-RESEARCH
RESEARCH SCIENTISTS

NATHAN S. KLINE INSTITUTE (NKI)
140 OLD ORANGEBURG ROAD
ORANGEBURG, NEW YORK 10962

The Nathan S. Kline Institute is creating a new research unit that will specialize in the areas of
neuroimaging, translational neurodevelopmental research, pharmacologic treatment and behavioral
treatment development for psychiatric disorders in children and adolescents. These research
activities complement the clinical focus on severe anxiety and mood disorders, trauma and
aggression at NKI.

PSYCHIATRIST 2 RESEARCH Grade 38 - JOB CODE - P2R
Salary: $133,978 + $1,264 Location Pay
The Psychiatrist 2 Research will serve in the capacity of team leader for a team which will also consist

of one Research Scientist 2 and two Research Scientist 7 positions. This position will report to the
Deputy Commissioner for the Center for Information Technology and Evaluation Research (CITER).

MINIMUM QUALIFICATIONS: License to practice medicine in New York State and certification in
psychiatry by the American Board of Psychiatry and Neurology; eligibility for full and unconditional
participation in the Medicaid and Medicare programs and five (5) years of post degree research
experience.

RESEARCH SCIENTIST 7 Grade 38 (2 positions) - JOB CODE RS7
Salary: $111,016 - $133,978 + $1,264 Location Pay

Two vacancies for this position exist. The incumbent will serve as part of a team, which will be
headed by a Psychiatrist 2 Research.

MINIMUM QUALIFICATIONS: The candidate must be a nationally recognized authority and leader in
an area of widespread scientific interest and investigation who will typically have received honors
and awards from major national organizations for his or her accomplishments. Incumbents usually
have a doctorate and five years of professional research experience in the appropriate field.

RESEARCH SCIENTIST 2 Grade 22 - JOB CODE RS2
Salary: $53,080 - $65,502+ $1,264 Location Pay
This position will serve as part of a team, which will be headed by a Psychiatrist 2 Research.

MINIMUM QUALIFICATIONS: Bachelor’s Degree and three years of professional research experience
in the appropriate field; or a Master’s Degree in the appropriate field and two years of such
experience; or a doctorate in the appropriate field.

APPLICATION PROCEDURE:
Indicating position of interest by including Job Code, qualified candidates interested in
employment at this location should submit a resume by March 3, 2006 to:

Jim Bishop
Associate Personnel Administrator
New York State ) ATTENTION: NKI Job Code:
' NYS Office of Mental Health
f" 44 Holland Avenue, Albany, New York 12229
Telephone: (518) 474-1251  Fax: (518) 402-4086
3 Email: OMHJOBS@OMH.state.ny.us

m PSYCHIATRIC NEWS / Fetiruary 3, 2006

VA Ann Arbor
Healthcare System
Chief of the VA Psychiatry Service

The VA Ann Arbor Healthcare System and the University of
Michigan, Department of Psychiatry are seeking an individual
with administrative, clinical and research interests for the
position of Chief of the VA Psychiatry Service. Applicants
must be eligible for an academic appointment at the University
of Michigan and serve as a faculty member in the Department
of Psychiatry. The Chief of Psychiatry will lead the clinical,
research and educational activities of the University
Department’s VA Section, one of 7 Departmental Sections.
The VA Psychiatry Service includes a large outpatient system
(general Mental Health Clinic, PTSD and Substance Use
Disorder specialty clinics), an 18 bed inpatient unit, an active
C/L service, a large community-based outpatient clinic (CBOC)
Mental Health Clinic in Toledo, Ohio and single-practitioner
mental health services in smaller primary care CBOCs in Flint
and Jackson, Michigan. The Psychiatry Service is a major
training site for psychiatric residents in the University of
Michigan Residency Program, third year clerks from the UM
Medical School, as well as trainees in other disciplines and
from other academic institutions. The incumbent will be
expected to develop a research program consistent with the
VA’'s Mental lliness and Behavioral Health research agenda.

Research programs in the Psychiatry Service at the VA
include laboratory, clinical and neuroimaging studies in
neurobiology of emotions and response to trauma; the
Laboratory of Affective Neuropharmacology; the neuroimaging
and developmental microstructure of behavioral deficits in
alcoholism; clinical research on schizophrenia, nicotine,
smoking and substance abuse; delirium in medically ill patients;
and dementia and late-life depression. The opportunity for
additional collaboration exists both in the Department of
Psychiatry as well as in the broader University of Michigan
research community. Particularly strong research areas in
this setting include neuroscience, in vivo imaging, molecular
biology and genetics, cognitive neuroscience, as well as active
research programs in affective disorders, schizophrenia,
stress and anxiety, substance abuse, and service delivery
paradigms. The VA Ann Arbor Healthcare System is the site
of the Center for Practice Management and Outcomes
research as well as the Seriously Mentally Ill Treatment,
Research and Education Center (SMITREC). In addition,
MH&BS Practice Group is an active component of the Mental
Health Service Line in VISN 11.

Candidates should be board certified in Psychiatry and have
demonstrated experience in administration of psychiatric services
and productive research as evidenced by extramural funding
and publication in peer-reviewed journals. Start-up package
and support are available. The VA Ann Arbor Healthcare
System and the University of Michigan are equal opportunity
employers. Applications from women and underrepresented
minority candidates are especially encouraged.

Interested candidates should submit their CV and three
references by February 28, 2006 to:

Gregory W. Dalack, MD

Associate Professor and Vice Chair, Department of Psychiatry
Associate Chair for Education and Academic Affairs,
Department of Psychiatry, University of Michigan

Staff Psychiatrist

VA Ann Arbor Healthcare System

2215 Fuller Road 116A

Ann Arbor, Michigan 48105-2300

Office of Mental Health
NATHAN S. KLINE INSTITUTE IS AN
EQUAL OPPORTUNITY/AFFIRMATIVE ACTION EMPLOYER
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Clinical Research Faculty Positions Available

The Department of Psychiatry of the University of Rochester Medical Center
is recruiting psychiatrists with strong interests in developing clinical research
careers to complement growing skills as clinicians and educators. Positions
are available at the Assistant Professor and Senior Instructor levels. Potential
clinical areas of focus include: bipolar and other mood disturbances in
children and youth; mood disorders in adults; substance use disorders;
emergency psychiatry; schizophrenia and other psychotic disorders; and
geriatric disorders including dementia and depression. The Department
emphasizes three broad investigative themes: mind-body research;
therapeutics, interventions, and health services research; and public health
and preventive psychiatry involving issues such as the prevention of suicide,
intimate partner violence, early life behavioral disturbances, later-life
depression, and the creation of related community-partnered prevention
research endeavors. The Department provides very well established
mentoring programs, and NIMH-funded fellowships, with an outstanding
record of successfully fostering the development of junior faculty as clinical
researchers having support from NIH and comparable sources. Internal pilot
project funds are available.

Located between Lake Ontario and New York's scenic Finger Lakes region,
Rochester provides a rich variety of social, recreational, cultural and
educational opportunities. Additional information about the Department of
Psychiatry is available on-line at: http://www.urmc.rochester.edu/smd/
Psych/ The University of Rochester is an equal opportunity/affirmative
action employer. Applications from women and minority groups are
encouraged. A license to practice in New York State is required.

Interested applicants should e-mail a C.V. to:

Eric D. Caine, M.D.
University of Rochester Medical Center
300 Crittenden Boulevard
Rochester, New York 14642-8409;
E-mail: eric_caine@urmec.rochester.edu;
Phone: (585) 275-3574
Fax: (585) 273-1066

MEDICAL DIRECTOR

Community Care, a managed care organization with offices currently in Pittsburgh,
Camp Hill, and Exton, Pa., and a subsidiary of the University of Pittsburgh Medical
Center (UPMC), is recruiting for a fulHime medical director for its new regional
office. This office will help manage behavioral health services for the Pennsylvania
HealthChoices program in Lackawanna, Luzerne, Susquehanna, and Wyoming
counties. UPMC is nationally recognized as a provider of state-ofthe-art, progressive

health care services.

Community Care is designed primarily to serve the needs of public sector consumers,
their families, and the communities of Pennsylvania through the delivery of effective and

accessible behavioral health services.

The medical director works with care managers, providers, government agencies,
and other stakeholders in the areas of care management, quality, and outcomes.
A Pennsylvania physician license, a minimum of 10 years of clinical experience,

and five years in management are required.

UPMC offers a competitive compensation and benefits package, along with a strong
growth-oriented working environment. Apply online at www.upmec.com, search
openings and enter 093892 in the job requisition number field, or mail CV fo:

James Schuster, MD, MBA, Chief Medical Officer, Community Care, One Chatham
Center, Seventh Floor, Pittsburgh, PA 15219.

To learn more about us, please visit www.ccbh.com.
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COMMUNITY CARE
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Trenton Psychiatric Hospital, a 500 bed adult psychiatric facility, E
. | located midway between Philadelphia and New York, seeks to fill the | 1
following position

CHIEF

OF PSYCHIATRY

X

Provides both administrative and clinical direction within our direct ft"
care adult psychiatric program. ‘

[ ol e
C—

™

Requirements:
e Current New Jersey Medical license

* Board certification in Adult Psychiatry

T
ST

Experience: Three (3) years of clinical experience in the practice of
Psychiatry, one (1) of which shall have been in a managerial capacity.

N N
¥ ¥
' Plus... Great State of New Jersey Benefits! '
e | All Full Time positions include: e |
j}\i 15 Sick Days * 13 Paid Holidays °* 12 Vacation Days L\i
1 1

3 Personal Days * Excellent Pension and Retirement Plans
Paid Health Benefits * Dental Plan Prescription Drug Plan

For immediate consideration please call the Office of Human Resources
at 609-633-1531 or fax CV and letter of interest to 609-633-8526.

TRENTON
PSYCHIATRIC
HOSPITAL

"‘. PO Box 7500, West Trenton, New Jersey 08628

g S

%
'S

The State of New Jersey is an Equal Opportunity Employer

UniversityHospitals
HealthSystem

fed Cas

CASE WESTERN RESERVE UNIVERSITY

In Pursuit of

Excellence...

HEAD PSYCHOSOMATIC MEDICINE SERVICE PSYCHIATRIST
Department of Psychiatry
University Hospitals of Cleveland/Case School of Medicine

Open rank, full-time faculty position in Psychosomatic Service Psychiatry available in
either the tenure or nontenure track at Case Western Reserve University/University
Hospitals Health System. Position involves a combination of administrative leadership,
teaching, clinical care, and consultation. The development of a fellowship is anticipated.
Salary support for development of the faculty members own areas of research leading
to independent support is available. Please send Inquiries to: Lindsey Dozanti, Faculty
Recruitment, Department of Psychiatry, 11100 Euclid Avenue, Cleveland, OH 44106.
Fax inquiries to 216-844-3851 or Email Lindsey.Dozanti@uhhs.com.

PSYCHOSOMATIC MEDICINE SERVICE PSYCHIATRIST
Department of Psychiatry
University Hospitals of Cleveland/Case School of Medicine

Open rank, full-time faculty position in Psychosomatic Service Psychiatry available in
either the tenure or nontenure track at Case Western Reserve University/University
Hospitals Health System. Position involves a combination of teaching, clinical care,
and consultation. Salary support for development of the faculty members own areas of
research leading to independent support is available. Please send Inquiries to: Lindsey
Dozanti, Faculty Recruitment, Department of Psychiatry, 11100 Euclid Avenue, Cleveland,
OH 44106. Fax inquiries to 216-844-3851 or Email Lindsey.Dozanti@uhhs.com.

ABOUT THE DEPARTMENT OF PSYCHIATRY

The Department of Psychiatry is located near the southern shore of Lake Erie where the
University district includes the affordable and historic neighborhoods of Shaker Heights,
University Heights, and Cleveland Heights, an outstanding public school system, a world

class orchestra, and abundant recreational activities. University Hospitals of Cleveland and
Case Western Reserve are Affirmative Action/Equal Opportunity Employers. Women and
minorities are Strong%encouraged to apply. The University is an equal-opportunity/affirma-

tive action employer. Visit us on the web at www.case.edu/med/psychiatry.
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CLASSIFIED ADVERTISING

INFORMATION

2006 RATES:

o $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.

o $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

6 line minimum

$30 extra for confidential blind box number

$50 extra for email and web page links

Classified rates are non-commissionable to

agencies

FREE ONLINE ADVERTISING:
Psychiatric News classified ads are posted on
pn.psychiatryonline.org as each issue is

Nalionui

LOCUMTENENS.com

www.LocumTenens.com
1-800-562-8663

www.PsychiatryJobsOnline.com

User-friendly site with over 200 job listings in
great states like FL, NC, GA, PA, MD, MT, OH,
1L, MA, NY, TX, TN, ML All states represented.
Email updates and customized Searches avail-
able. For Personal Assistance (800) 880-2028
(Psych455)

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Visit our website www.fcspsy.com
Over 300 psychiatric searches nationwide.
800-783-9152

ALABAMA

Dynamic group offers excellent salary, full
benefits and partnership track. Live in high-
tech, culturally diverse community with excel-
lent schools and numerous cultural and recre-
ational opportunities. Contact Jim Ault at St.
John Associates, 1-800-737-2001 or jault@
stjohnjobs.com. www.stjohnjobs.com

ANCHORAGE: General or Child Psychia-
trist - Outpatient practice treating psychiatric
& chemical dependency issues. No call required.
Outstanding compensation potential with salary,
benefits & bonus. Contact Joy Lankswert @
866-227-5415 or email joy.lankswert@uhsinc

o)
]
I E

ARIZONA

Maricopa County Government - Correc-
tional Health Services, Department of Psy-
chiatry has immediate full ime positions for gen-
eral and forensic psychiatrist(s). Candidates must
be Board Certified or eligible in Psychiatry and
have current credentials to practice in the State
of Arizona. We offer a competitive salary and
excellent benefits package. For more complete
information about the position(s) and to apply,
please visit our web site at www.maricopa.

gov/jobs
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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.

Assistant/Associate Professor,
Clinical Psychiatry
Director of Inpatient Services, Department
of Psychiatry, University of Arizona
Health Sciences Center

The University of Arizona’s Department of Psy-
chiatry is seeking a Director of its Inpatient Psy-
chiatry Service at the University Medical Cen-
ter. This is a full-time academic appointment at
the Assistant Professor level or above at a pro-
gressive and growing academic department lo-
cated in the beautiful southwest. Applicants must
be Board certified or eligible in Psychiatry and
must have current credentials to practice medi-
cine in the United States. Other duties include
the supervision and teaching of Psychiatry resi-
dents and medical students. Competitive salary
and excellent benefits package offered. For more
complete information about the position, and to
apply, go to http://www.uacareertrack.com and
reference job #32585. If you have questions,
please contact Lesley Bailey, Assistant to the
Head of the Department of Psychiatry, 1501 N.
Campbell Ave., P. O. Box 245002, Tucson, AZ
85724-5002, lIbailey@email.arizona.edu or 520-
626-8021. Review of applications is ongoing
until position is filled.

The University of Arizona is an EEO/AA
Employer—M/W/D/V.

PHOENIX - GENERAL ADULT, FORENSIC AND
ADOLESCENT 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.

Salary is negotiable with an excellent fringe ben-
efit package and additional compensation for Of-
ficer-of-the-Day duty. Bilingual Spanish appli-
cants are encouraged to apply. Arizona state li-
cense required for process of application. Open
until filled. Apply via e-mail to Jerry L. Dennis,
MD @ dennisj@azdhs.gov.

Arizona State Hospital
2500 East Van Buren Street
Phoenix, Arizona 85008
www.azdhs.gov/azsh

The Arizona Department of Health Services is
an Equal Opportunity Employer and Provides
a Tobacco-Free Campus (hospital patients ex-
cepted).

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.

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.

Psychiatrist: The Carl T. Hayden VA Medical
Center is currently recruiting for a full-time
ACOS for Mental Health and Behavioral Sci-
ences Service. Become part of a tradition of ex-
cellence with new and rewarding challenges. The
integrated Mental Health Care Services is a pri-
mary care model of treatment delivery which
promotes accessibility of continuous, compre-
hensive, and coordinated care to the mentally ill
inpatient and outpatient population. The in-
cumbent is the ACOS over a service line of 131
employees. We offer competitive salaries and
an excellent benefit plan, including medical cov-
erage, malpractice coverage, retirement plan,
and MORE! Psychiatrists may have licensure
in any state. Please send your curriculum vitae
to: Carl T. Hayden VA Medical Center, Human
Resources Management Service (05B1), 650 E.
Indian School Road, Phoenix, AZ 85012, 602-
277-5551,X7808 or FAX: 602-222-6554. VAis
an Equal Opportunity Employer.

Assistant Professor, Clinical Psychiatry
University of Arizona (Kino)

The University of Arizona’s Department of Psy-
chiatry is offering a full-time academic appoint-
ment for an Adult Psychiatrist at the Assistant
Professor level to join a progressive and growing
academic department located in the beautiful
southwest. Individual must be Board certified
or eligible in Psychiatry and have current cre-
dentials 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 benefits
package offered. For more complete informa-
tion about the position, and to apply, go to
http://www.uacareertrack.com and reference job
#33731. If you have questions, please contact
Lesley Bailey, Assistant to the Head of the De-
partment of Psychiatry, 1501 N. Campbell Ave.,
P. O. Box 245002, Tucson, AZ 85724-5002,
Ibailey@email.arizona.edu or 520-626-8021. Re-
view of applications is ongoing until position is
filled.

The University of Arizona is an EEO/AA
Employer—M/W/D/V.

LITTLE ROCK: General or Child Psychi-
atrist. Inpatient & Outpatient hospital based
services. Salary & benefits. Fulltime - will con-
sider part time. Reasonable call & caseload. Con-
tact Joy Lankswert @ 866-227-5415 or email
joy.lankswert@uhsinc.com

CALIFORNIA

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 activ-
ities 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
providing consultation, pharmacotherapy, and
psychotherapy 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.

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.)
March 3 February 17
March 17 March 3

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.

San Francisco Bay Area
One Adult Psychiatrist
One Child Psychiatrist

The Palo Alto Medical Foundation has been pro-
viding community based medicine since 1930,
in the heart of Silicon Valley within minutes of
San Francisco. As we expand to six campuses
and more than three hundred physicians we
maintain the collegial partnership environment
that is the hallmarks of our success. Join an es-
tablished team of well trained psychiatrists and
LCSWs. As an outpatient physician you will
do medication management, evaluations, and
some psychotherapy. ADD and ADHD evalu-
ations are needed. A full benefits package is pro-
vided.

For more information send your CV or contact
Martha Elle, Director of Physician Placement,
795 El Camino Real, Palo Alto, CA 94301 650
853-6070  ellem@pamf.org

Be sure to visit our website at www.pamf.org

University of California San Francisco
Department of Psychiatry
Basic Scientist/Psychiatrist

THE DEPARTMENT OF PSYCHIATRY AT
THE UNIVERSITY OF CALIFORNIA SAN
FRANCISCO invites applications for a Psychi-
atrist with established skills in laboratory research
in areas of basic science generally relevant to psy-
chiatric problems. This position is at the Assis-
tant Professor level and can begin on July 1, 2006
or thereafter. Applicants must be board eligible
or certified in Psychiatry and have a California
medical license at time of appointment and have
a Ph.D. and/or postdoctoral training in a labo-
ratory science. A joint appointment in the UCSF
Neuroscience Program will be offered if appro-
priate. Applicants should submit their CV, brief
statement of research interest, three letters of
reference and three representative journal arti-
cles by March 1, 2006 to: John Rubenstein,
M.D., Ph.D., Search Committee Chair, c/o
Astrid Prackatzsch, Department of Psychia-
try, 401 Parnassus Ave., San Francisco, CA
94143-0984 UCSF is an affirmative action/equal
opportunity employer. The University under-
takes affirmative action to assure equal employ-
ment opportunity for underrepresented minori-
ties and women, for persons with disabilities, and
for Vietnam era veterans and special disabled
veterans.

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.
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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.

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.

Odur 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-time 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 or send curriculum vitae by email to
tahodge@co.riverside.ca.us or by mail to:

County of Riverside
Human Resources Department
Tammy Hodge, Human Resources
Technician IT
P.O. Box 7549
Riverside, CA 92513-7549

For additional information you may visit our
website at www.hr.co.riverside.ca.us.

Scenic California Central Coast
Atascadero State Hospital

Atascadero State Hospital now pays board
certified psychiatrists $159,000, plus a gen-
erous year-end retention bonus. Atascadero
is the nation’s premier center for the treatment
of forensically committed mentally ill patients.
Our hospital is a teaching site affiliated with the
University of California, accredited by JCAHO,
and recipient of the prestigious Codman Award.
All of our psychiatrists are board eligible and
most are board certified. Many of our psychia-
trists have forensic subspecialty boards.

We are located midway between San Fran-
cisco and Los Angeles on the scenic central
California Coast, south of Big Sur. We offer a
spectacularly beautiful environment in San Luis
Obispo County with temperate climate, beaches,
world class wineries, cultural activities, golfing,
sailing, riding, clean air, and excellent schools
through the University level.

Our benefit package is valued at an additional
30%, which includes retirement plans (includ-
ing safety retirement), health plans, professional
liability coverage, paid holidays, educational leave,
and generous annual leave. On-call duty is com-
pensated hour for hour over and above the base
salary. Applicants must hold a current Califor-
nia license, or have pending application with the
Medical Board of California.

For a prompt and confidential review, send
CV to Jeanne Garcia, M.D., P. O. Box 7001,
Atascadero, CA 93423-7001; (805) 468-2005 or
fax (805) 468-2138; or e-mail us at jgarcia@
dmbhash.state.ca.us. We are an equal opportunity
employer.

COALINGA STATE HOSPITAL
Get in on the ground floor!

Coalinga State Hospital, in conjunction with
the UC Irvine, is inviting applications for
psychiatrists.

Coalinga State Hospital is the first new State
psychiatric hospital built in California in over
50 years. With its 1,500 beds, almost exclusively
devoted to the treatment of sexually violent pred-
ators, it is a state-of-the-art facility; one of the
largest in the nation. It is closely affiliated with
the University of California at Irvine Medical
School and will train medical students and resi-
dents. A forensic fellowship program is being
developed.

This is an opportunity for a psychiatrist inter-
ested in being on the forefront to explore the
sexually violent predator and forensic fields
within a leading national organization. Not only
is Coalinga State Hospital’s salary package com-
petitive, we offer job security, flexible work sched-
ules, and an excellent California State benefit
package, including paid leave, medical insurance,
and CalPERS Retirement.

Staff Psychiatrist (Safety)* $162,792 -
$172,572
*(Includes Recruitment & Retention
incentives. Candidates must be Board

Certified.)

We invite you to come and visit our astounding
new facility and witness the possibilities for pro-
fessional growth. Coalinga is located in the San
Joaquin Valley, equidistant from Los Angeles,
San Francisco, and Sacramento, and only two
hours from the coast and National Parks.

Ifyou are interested in discussing any of our psy-
chiatric positions, please contact: Stephen
Wyman, M.D., at (559) 935-4079, or Erica We-
instein, M.D., at (559) 935-4343, or E-mail
SWyman@csh.dmh.ca.gov or EWeinstein@csh.
dmbh.ca.gov. For more information, visit our
website at www.dmh.ca.gov/Statehospitals/
Coalinga. CSH is an equal opportunity em-
ployer.

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
allowance.

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

Bay Psychiatric Associates, a well-established
group in Berkeley, invites psychiatrist colleagues
to work with us. Our congenial group, which is
centered at Alta Bates Summit Medical Center,
provides outstanding care to a mix of public and
private patients. Excellent compensation and
benefits. Three positions are available:

1. Full time or part time career track opportu-
nity combining inpatient and outpatient prac-
tice.

2. Attending patients in the Partial Hospital-
ization Program one or two half days a week.
3. Weekend coverage - third and fourth year
residents are also encouraged to apply.

Phone: (510) 204-4635. Fax (510) 548-5265.
e-mail baypsychiatric@aol.com.

COLORADO

Opening for staff psychiatrist (inpatient work)
in the Institute for Forensic Psychiatry in Pueblo,
Colorado. The Institute for Forensic Psychia-
try is the only Forensic Hospital in the State of
Colorado and accepts patients from the judicial
system (competency and sanity exams, ITP,
NGRI), jails, and the prison system. University
of Colorado medical appointments with good
benefits. Four-day workweek option. Absolutely
no mandatory call. Substantial incentive pay for
taking call or doing court-ordered forensic eval-
uations. Full vesting in retirement plan in one
year. Competitive salary. We are not an under-
served area. Located in Southern Colorado with
easy access to Colorado Springs, Denver, and
Boulder as well as Northern New Mexico (Taos
and Santa Fe). Affordable housing as well as
recreational activities. For further information,
contact A.O. Singleton, III, M.D. at (719)546-
4637 or Mark Diamond, D.O. at (719)546-4891.
Email: al.singleton@state.co.us Fax: (719)546-
4484.

CONNECTICUT

PUTNAM, CT - ATTENDING PSYCHI-
ATRIST/Faculty Position. UMass Memorial
Medical Center, Department of Psychiatry, is
seeking a full-time psychiatrist for an inpatient
position with our affiliate, Day Kimball Hospi-
tal in Connecticut. Multiple career opportuni-
ties exist! Work in a collegial setting where clin-
ical care, education and research are valued. A
competitive salary, excellent benefits and pro-
gressive incentive plan. Academic rank com-
mensurate with experience. Interested appli-
cants send CV to Alan P. Brown, M.D., Vice
Chairman for Clinical Services, Department of
Psychiatry, UMass Memorial Medical Center,
55 Lake Avenue North, Worcester, MA 01655
or email BrownAOl@ummbhc.org AA/EOE

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

Get Connect-ed! Starting January continuing
through March! Opportunity in Connecticut,
close to Massachusetts border. Need is for Adult
psychiatrist to provide full time coverage at an in-
patient facility Monday through Friday. 17 bed
unit, census runs about half. NO CALL
SCHEDULE! A++ Occurrence Malpractice,
housing, rental car and lodging included. Con-
tact Gene Itoh @ 800-735-8261 ext. 223, fax
your CV to 703.378.0016 or e-mail gitoh@
medsourceconsultants.com for this or any of our
other nationwide locums opportunities.

GENERAL PSYCHIATRY—
CENTRAL CONNECTICUT

Opportunity for BC/BE psychiatrist to join well
established two-person successful adult psychi-
atric private practice. Practice is affiliated with
Bristol Hospital, a leading community hospital
offering a comprehensive mental health contin-
uum, including both inpatient and outpatient
settings. Our central Connecticut location of-
fers a wide range of upscale suburban living op-
tions, including first-rate schools, many desir-
able cultural activities, and easy accessibility to
NY and Boston. We offer a benefits package and
salary. To learn more about this opportunity, call
toll-free, Christine Bourbeau in the recruitment
office at 800-892-3846 or fax your CV to 860-
585-3086. EOE. Email address: cbourbeau@
brishosp.chime.org

SOUTHEAST CT: Child Psychiatrist - Di-
rectorship position - new adolescent residential
treatment program. Program development &
clinical care responsibilities. Competitive salary
& benefits. Contact Joy Lankswert @ 866-227-
5415 or email joy.lankswert@uhsinc.com

DELAWARE

NEWARK/WILMINGTON: Child Psychi-
atrist. Fulltime position for partial hospital &
inpatient services. Active, supportive multidis-
ciplinary setting. Limited call. Salary & bene-
fits. Contact Joy Lankswert @ 866-227-5415
or email joy.lankswert@uhsinc.com

DISTRICT OF COLUMBIA

Outpatient Medical Director

The Department of Psychiatry of the George-
town University Hospital seeks a psychiatrist at
the Assistant or Associate Professor level to di-
rect our expanding outpatient clinical programs.
We seek a highly motivated academic physician
with outstanding teaching, administrative, and
clinical psychopharmacologic skills. We are par-
ticularly interested in a candidate who has ex-
pertise in Mood and Anxiety Disorders. Candi-
dates must be board certified and eligible for a
D.C. medical license. EOE.

Qualified candidates should send a letter of in-
terest and CV to:

Steven A. Epstein, M.D., Professor and Chair
Dept. of Psychiatry,

Georgetown University Hospital

3800 Reservoir Road NW

Washington, D. C. 20007
epsteins@gunet.georgetown.edu

FLORIDA

Join psychiatric staff at hospital less than an
hour from Tampa and Orlando. A diverse, fam-
ily-oriented community with lots to do. Con-
tact Jim Ault at St. John Associates, 1-800-737-
2001 or jault@stjohnjobs.com.
www.stjohnjobs.com

Gainesville - Position for Adult/Child psychi-
atrist available. Candidate must be BE/BC. Call
is optional. Community Mental Health Facility
looking for team player who is interested in work-
ing in a community mental health care setting.
Our facility offers comprehensive treatment in-
cluding crisis as well as outpatient management.
Gainesville is an academic city that offers much
of the culture of North Florida and is regarded
as one of the best cities to live and raise a fam-
ily. Competitive salary offered as well as bene-
fit package. Please fax your CV to Human Re-
sources (352) 374-5608 or contact us directly at
(352) 374-5600 ex. 8252. I am looking forward
to speaking with you.

Psychiatric Practice for Sale

Practice in Paradise. Solo O.P. practice in beau-
tiful Key West, FL. Ideal for the psychiatrist
who wishes to relocate from a colder climate but
doesn’t wish to have to establish a patient base.
Numerous referrals from therapists and MD?s,
other practitioner’s in suite are a psychologist,
nurse practitioner & MSFT. Inquiries please
call (305) 292-6999 FAX (305) 292-6133.

FT. MYERS/MERBOURNE/ORLANDO/
DAYTONA/MIAMI/FORT LAUDERDALE
/OCALA/GAINESVILLE - Psychiatrists
needed for rapidly expanding Nursing Home
Service. Great support. No call. Average Salary
210K + benefits. Part-time available. Some travel
required. Must have FL. Medicare & FL Med-
icaid provider #s. Call Mike at 866-936-5250.

PSYCHIATRIST NEEDED to work side by
side with other correctional health care profes-
sionals in North & Central Florida prisons.
Great schedules and excellent State of Florida
benefits. Must have Florida license prior to hire.
For further information contact: Sharon McK-
innie, R.N. @ 850-922-6645 or mckinnie.sharon
@mail.dc.state.fl.us
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OUTPATIENT GENERAL
PSYCHIATRIST

Excellent opportunity - Physician-owned & run
practice, 200 Physician in 38 specialties.

Office hours Mon-Fri 8am to S5pm. Inpatient
care offered at 800 bed hospital located 2 blocks
from clinic.

Nationally recognized by Money Magazine
as the 10th “Best Place to Live in America”
for medium sized cities!* Located between
Tampa and Orlando -access to museums, the-
atres, colleges, shopping, festivals, sports events,
Disney World, Sea World, and other attractions.
500+ lakes, numerous parks and access to beaches.
Year-round outdoor activities such as tennis, golf,
running, cycling, boating and fishing. Home of
the Sun ‘n Fun Fly-in, the PGA Nike Classic
and the Cadillac Open. Growing population
of 500,000+. Administrative support for coding,
billing collections, transcription. Electronic
Medical Record. Salary guarantee + bonus the
Ist year, Partnership after 2 years. NO
STATE INCOME TAX! Watson Clinic LLP
800-854-7786 FAX 863-680-7951 email:

mmonroe@watsonclinic.com

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. Beautiful
area of the country. Apply through our website
www.lifemanagementcenter.org or send CV to:
Peter Hampton, Ph.D., Executive Director,
Life Management Center of Northwest
Florida, 525 E. 15th St., Panama City FL
32405, EOE/DFWP. Pre-hire drug screen re-
quired.

Staff Psychiatrist at a 325 bed newly built, pri-
vately operated State Hospital in Broward
County, BC/BE, must possess Florida license
and 3 years experience in clinical psychiatry. Em-
ployed position FT, 40 hours, competitive salary,
benefits, great work setting. Experience with se-
rious mental illness preferred.

Send or Fax C.V. to: Debra Kirsch, MD
dkirsch@geocareinc.com

Fax 561-999-7747

COASTAL FLA! CMHC needs 1-2 adult
psychs. One position is to work 100% outpa-
tient at two of their local clinics. The other is to
head up the assertive community treatment team.
Salary 150K + d.o.e. plus full bene. Call Ken
Pruchnicki @ 800-575-2880 x 319. CV to:
kpruchnicki@medsourceconsultants.com

Staff Psychiatrist at a privatized 200 bed Foren-
sic State Hospital in Miami. BC/BE, must pos-
sess a Florida license and at least 3 years experi-
ence in clinical psychiatry, forensic cert. not re-
quired. Experience with serious mental illness
preferred. Employed position FT, benefits, 40
hours, competitive salary

Send or Fax C.V. to: Debra Kirsch, MD
dkirsch@geocareinc.com

Fax 561-999-7747

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

ATLANTA: PSYCHIATRY POSITIONS

SOUTHERN BEHAVIORAL HEALTH-
CARE is looking for two full-time psychiatrists,
one child and one adult. We are located in the At-
lanta area, 10 minutes from the airport.

Salary range: Adult: $165,000-170,000, Child:
$175,000-180,000. Plus an additional pro-
ductivity bonus. H-1 visa and foreign gradu-
ates are welcome. Generous benefit package.
For more information, contact the medical
director at 678 358 6065, e-mail to heal650@
bellsouth.net or fax CV to 678 610 7111.

ATLANTA: General or Addiction Psychia-
trist - Talbott Recovery Campus is nationally
recognized for outstanding assessment & treat-
ment programs. Intensive outpatient multidis-
ciplinary setting. Ideal candidate is BC with spe-
cial interest & proven skills in treating patients
with substance abuse and psychiatric disorders.
Comprehensive salary & benefits will be offered.
Contact Joy Lankswert @ 866-227-5415 or
email joy.lankswert@uhsinc.com

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.

Join 10 psychiatrists in a thriving university
community less than two hours from downtown
Chicago. Contact Jim Ault at St. John Associ-
ates, 1-800-737-2001 or jault@stjohnjobs.com.
www.stjohnjobs.com

Great College Town Opportunity! Commu-
nity Hospital recruiting for two Adult psychia-
trists. Enjoy an employed position with an ex-
cellent benefits package. Competitive salary
with bonus incentives to earn additional in-
come! Opportunities to teach first and sec-
ond year Med Students! For more info, call
Sarah Mcglinnen @ 800.375.8261 ext. 216, fax
your CV to 703.385.0016 or e-mail: smcglinnen
@medsourceconsultants.com.

General Adult / Forensic

Liberty Healthcare is seeking a BC/BE General
Adult Psychiatrist and Forensic Psychiatrist for
a residential psychiatric setting in north central
Indiana. Work as part of a sophisticated inter-
disciplinary treatment team. No Managed Care
issues. Enjoy an excellent quality of life working
M/F 40 hour work week with generous paid time
off; competitive compensation; additional on-call
compensation; $2,000 sign-on bonus; paid mal-
practice insurance; relocation/CME allowance.
Contact Carol Wertley 800-331-7122 or cell
610-389-7437; carolw@libertyhealth.com. EOE.

IMMEDIATE OPENING FOR
PSYCHIATRISTS -

J-1 Visa holders qualify - Attractive salary w/ben-
efits. Other candidates - Guaranteed net income
or attractive salary w/benefits. Board Certified
or board eligible. Louisiana license required.

Please respond to Box P-469, Psychiatric News
Classifieds, American Psychiatric Publishing,
Inc., 1000 Wilson Blvd., Suite 1825, Arlington,
VA 22209

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
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Augusta & Waterville, ME

The MaineGeneral Medical Center is recruit-
ing for two adult psychiatrists in Augusta and
one child-adolescent psychiatrist in Water-
ville. One adult psychiatrist will serve as Med-
ical Director of the psychiatric ACT Team, and
support case management and community serv-
ices. One adult psychiatrist will serve as a hos-
pital-based psychiatrist working with two other
psychiatrists to cover inpatient services, and pro-
vide consultation to primary care and specialty
clinicians. The child psychiatry position will
work with the Adolescent Intensive Outpatient
Program and the behavioral pediatric service.

On-call is one in six at each campus. We offer
a competitive salary with a full benefits package,
including time off for CME and an education
allowance.

We emphasize team work and quality of care.
Our mission in behavioral health: “We help peo-
ple build healthy relationships and satisfying lives.”

Contact:

David G. Folks, M.D.
Chief of Psychiatry and Medical Director
MaineGeneral Medical Center
6 East Chestnut Street
Augusta, ME 04330
Phone: 207-626-1278
Email: david.folks@mainegeneral.org

avi
Sweetser

YOUR PARTNER IN BEHAVIORAL HEALTH

Are you looking for a life of harmony? One
that achieves a true balance?
At Sweetser it is a reality!

As a Child & Adolescent Psychiatrist for Maine’s
largest non-profit child welfare / mental health
facility you can achieve true balance. This out-
patient position will allow you to work with an
amazing team developing, implementing, and
overseeing a treatment plan for each of your
clients that will encompass a wide range of serv-
ices. All the while keeping you closely connected
to each client. Sweetser’s highly skilled staff of
Crisis clinicians eliminates the need for inpatient
work, providing you with more of that personal
and/or family time we all yearn for.

The state of Maine also offers a great balance!
Here you will find beautiful change of seasons,
each presenting new and exciting recreational
activities. Cultural activities are also abound
from amazing art galleries to renowned theater
groups. Maine has bustling cities full of shopping
and nightlife, as well as an incredible country-
side with farmers markets and talented crafts-
men.

Sweetser is as dedicated to its employees and
their families as they are to their clients. For the
security of you and your family, Sweetser offers
a competitive salary and a wide range of benefits,
inclusive of generous retirement programs.

If you are a licensed Child & Adolescent Psy-
chiatrist with the appropriate board certifica-
tions and want to achieve “True Balance”, check
out our website at www.sweetser.org or submit
letter and C.V. to Sweetser Human Resources, 50
Moody St., Saco, ME 04072, Fax (207) 294-4420,
or jobs@sweetser.org (text files only). Please
state referral source.

Strengthen your recruitment effort
through the APA Job Bank! Post your
career opportunity online, receive candi-

date responses instantly, and access
APA's resume database of psychiatrists.

Call 703.907.7330 for more info

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.

MARYLAND

Psychiatrist

Pathways, Inc., the longest operating multi-serv-
ice mental health agency in St. Mary’s County,
located on Maryland’s western shore of the
Chesapeake Bay, is seeking a licensed, board cer-
tified/board eligible Psychiatrist for the position
of Medical Director.

St. Mary’s County has been designated as an un-
derserved area for mental health professionals
so applicants with foreign visas are welcome. As-
sistance with moving expenses and student loan
payments consistent with the underserved area
designation for this county are possible. Addi-
tional benefits include a competitive wage, med-
ical, dental, disability, and malpractice insurance,
paid leave and no on-call requirement.

This position will require a minimum effort of
twenty-eight (28) hours per week and a targeted
start date of July 2006. Salary and other terms
are negotiable. Ifinterested please submit your
C.V. and letter of interest to: Jack Dent, Ad-
ministrative Officer, Pathways, Inc., P.O. Box
129, Hollywood, MD 20636, 301-373-3065
ext. 208, Fax 301-373-3265, e-mail: jdent@
pathwaysinc.org

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@dhmh.state.md.us.)

PSYCHIATRIST PT for fast-paced growing
Geriatric Behavioral Health Practice to provide
consultation services in IT'C 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.
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The VA Maryland Health Care System
(VAMHCYS) is actively seeking a Director, Men-
tal Health Clinical Center. The VAMHCS is a
tertiary care facility and is classified as a Clinical
Referral Level I Facility, and affiliated with the
University Of Maryland School Of Medicine.
The VAMHCS has a large research. The health
care system consists of two Maryland VA Med-
ical Centers located at Baltimore and Perry Point
and a 120-bed Rehabilitation and Extended Care
Center on the Loch Raven campus located in
Baltimore City. The VAMHCS also has five
Community Based Outpatient Clinics through-
out the state of Maryland.

The Mental Health Clinical Center is the largest
Clinical Center within the VAMHCS, which in-
cludes allied health and administrative positions
in the areas of Acute Inpatient Mental Health;
Sustained Inpatient Treatment; Residendal Treat-
ment; Community (Outpatient) Mental Health;
and Special Programs: Addictions and Trauma.
Mental health activities are conducted at both
the Baltimore and Perry Point Divisions and 5
Community Based Outpatient Clinics across the
state of Maryland. VAMHCS is also the home
to the VISN 5 Mental Illness Research Educa-
ton and Clinical Center (MIRECC), one of only
8 national MIRECC:s funded across the VA sys-

tem.

The incumbent is responsible for the manage-
ment and operations of the Mental Health Clin-
ical Center and its programs, residency supervi-
sion, and services. Duties include responsibil-
ity for meeting all applicable Mental Health reg-
ulatory and accrediting body requirements within
the Department of Veterans Affairs, meeting and
exceeding performance measure goals, improv-
ing and monitoring access to care while pre-
dicting and absorbing demand. The incumbent
works as a member of the Medical Staff Man-
agement Team, which is responsible for overall
leadership, policy, planning, budget, operations,
and performance of the Mental Health Clinical
Center. The Director, Mental Health Clinical
Center fosters and maintains relations with the
affiliate university, educational programs, and
contracting services.

Qualified candidates must be citizen of the
United States; must be proficient in spoken and
written English as required by 38 U.S.C. 7402(d)
and 7405(f); must be a mental health professional
who meets VHA qualification standards for their
respective discipline with relevant work experi-
ence (examples include: psychiatrists, psycholo-
gists, psychiatric social workers and psychiatric
nurses); and preferred applicant should have an
extensive history of significant leadership, men-
toring, and management experience in a mental
health environment; strong business acumen for
managing health care operations; demonstrated
expertise in the academic missions of education
and research in an affiliated environment; and
credentials warranting academic appointment in
the School of Medicine at the University of
Maryland School of Medicine.

Interested candidates should send C.V. and cover
letter, by mail or electronically to Kathleen Bar-
ney, Executive Assistant to the Chief of Staff, VA
Maryland Health Care System, 10 North Greene
St., Baltimore, Maryland 21201; e-mails
Kathy.Barney@med.va.gov; telephone (410) 605-
7008. Contact for professional questions,
Dorothy A. Snow, M.D., Acting Executive Chief
of Staff 410-605-7019. The Department of Vet-
erans Affairs is an equal opportunity employer.

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@dhmh.state.md.us. EOE

Easy access to Baltimore and D.C.! Enjoy big
city amenities without the hassles or expense!
Adult and C/A psychiatrists needed. 40 HOUR
WORK WEEK! Enjoy the security of an em-
ployed position with a lucrative salary & an ex-
cellent benefits package. Possible opportunity
for private practice model if interested. For more
info, call Ariana Sanjabi @ 800.735.8261 ext. 214,
fax your CV to 703.378.0016 or e-mail: asanjabi
@medsourceconsultants.com.

PSYCHIATRIST. Full-Time Medical Direc-
tor Position for minority owned practice in Bal-
timore, MD. Excellent salary & benefits pack-
age. Ownership potential in fabulous psychi-

atric practice. Contact John Fisher at 410.
779.3102 or fax 410.230.2687.

MASSACHUSETTS

CAMBRIDGE: Psychiatry Positions

Positions available at Cambridge Health Al-
liance Department of Psychiatry, Harvard
Medical School. Full and part time opportu-
nities in adult services. The Department of Psy-
chiatry at Cambridge Health Alliance is an ap-
pointing department at Harvard Medical School.
Our public health commitment to improving the
health of our communites, coupled with a strong
academic tradition, make this an ideal opportu-
nity for candidates interested in caring for un-
derserved populations in a rich clinical environ-
ment. We have strong adult and child residency
training programs which provide opportunities
for teaching. Inpatient, outpatient, and psychi-
atry emergency service positions are available.
Academic appointment, as determined by the
criteria of Harvard Medical School, is antici-
pated.

Qualifications: BE/BC, demonstrated commit-
ment to public sector populations, strong clini-
cal skills, strong leadership and management
skills, team oriented, problem solver. Bilingual
and/or bicultural abilities are desirable. Interest
and experience with dual diagnosis and/or sub-
stance use disorders preferred. Competitive com-
pensation, excellent benefit package. Cambridge
Health Alliance is an Equal Employment Op-
portunity employer, and women and minority
candidates are strongly encouraged to apply. CV
& letter to Derri Shtasel, MD, Dept. of Psy-
chiatry, 1493 Cambridge Street, Cambridge,
MA 02139. Fax 617-665-2521. Email:
DShtasel@challiance.org (email preferred).

Child and/or Adult Psychiatrist to join busy,
large, established private psychiatric group prac-
tice. Work consists of outpatient psychiatric
treatment, both psychotherapy and psy-
chopharmacology, and some hospital consulta-
tions. A lot of flexibility in terms of job and
schedule. Please send C.V. to Paul Menitoff,
M.D., Greater Lowell Psychiatric Associates,
LLC 9 Acton Road Suite 25 Chelmsford, MA
01824.

WORCESTER - Director of Outpatient
Psychiatry Service

Excellent opportunity for outstanding clinical
psychiatrist at large multidisciplinary university
hospital clinic. Position involves supervisory,
teaching and direct care responsibilities, with
opportunities for research. Faculty rank com-
mensurate with experience. Applicants should
send letter of interest and CV to Alan Brown,
MD, Vice Chairman for Clinical Services, De-
partment of Psychiatry, UMass Memorial, 55
Lake Avenue North, Worcester, MA 01655 or
e-mail BrownAOl@ummbhc.org AA/EOE

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.

Cooley Dickinson Hospital is seeking a Med-
ical Director of Inpatient Services. Applicant
must be Board Certified in Psychiatry, have at
least 2 years of inpatient experience.

Maximum call 1 week in 7, with less call possi-
ble. An extremely competitive compensation
complimented by a full benefits package, is of-
fered with the position.

Cooley Dickinson Hospital is at the heart of a
vibrant, five-college community that offers res-
idents extraordinary educational opportunities
and unlimited cultural amenities. Northamp-
ton, MA, an exciting arts and college commu-
nity was voted the #1 small arts town in the coun-
try by the Boston Globe and also ranked in the
top 100 places to live in the U.S., according to
Money magazine.

For more information, contact Erin Wertheim,
Physician Recruiter at 413-582-2720 or
erin_wertheim@cooley-dickinson.org.

CENTRAL MASSACHUSETTS - UMass
Memorial Medical Center, Department of Psy-
chiatry is seeking a psychiatrist for our affiliated
hospital Health Alliance, in Fitchburg, Massa-
chusetts. The position involves primarily inpa-
tient and partial hospital responsibilities. Acad-
emic opportunities and faculty rank commensu-
rate with experience and interests. Candidates
must be BE/BC in Psychiatry. Applicants should
send letter of interest and CV to Alan Brown,
MD, Vice Chairman for Clinical Services, De-
partment of Psychiatry, UMass Memorial, 55
Lake Avenue North, Worcester, MA 01655 or
e-mail BrownAQl1@ummhc.org AA/EOE

CENTRAL MASSACHUSETTS - UMass
Memorial Medical Center, Department of Psy-
chiatry seeks a Psychiatrist for our Geriatric Psy-
chiatry Inpatient Unit at Clinton Hospital. Clin-
ical care on a 20-bed unit that serves as an im-
portant referral site for the region. Psychiatry
and Family Practice resident, medical student
teaching occurs on-site. Opportunities for col-
laboration and teaching at Worcester Campus.
Competitive compensation with complete ben-
efit package. Faculty rank commensurate with
experience. Candidates should be BC/BE in
general psychiatry. Added qualifications in Geri-
atric Psychiatry and/or previous experience work-
ing with geriatric patients is preferred. Appli-
cants should send letter of interest and CV to
Tatyana Shteinlukht, MD, Medical Director,
Geri/Psych Unit, Clinton Hospital, 201 High-
land Street, Clinton, MA 01510 or e-mail
Shteinlt@ummhc.org AA/EOE

BOSTON

BROOKLINE - General Psychiatrist - new 20
bed adult intermediate services unit.
JAMAICA PLAIN - Child Psychiatrist for in-
patient & partial service serving predominantly
Latino patient populations.

LOWELL - Child Psychiatrist for Inpatient &
Partial program - multidisciplinary setting with
outstanding services. Medical Director Oppor-
tunity!

Positions offer very competitive salary/benefits
package. NO CALL. Contact Joy Lankswert
@ 866-227-5415 or email joy.lankswert@
uhsinc.com

CONSULTATION-LIAISON PSYCHIATRIST

Mount Auburn Hospital, affiliated with Harvard
Medical School, is seeking a full-time consulta-
tion-liaison psychiatrist. This clinical position in-
volves working closely with our medical and sur-
gical services, including residents in our inter-
nal medicine residency program. Academic ap-
pointment, salary package. Please send CV to:
Joseph D’Afflitd, M.D., Chair, Department of
Psychiatry, 330 Mount Auburn Street, Cam-
bridge, MA 02138; tel: 617 499-5008; email:
jdafflit@mah.harvard.edu.

TWIN CITIES! Enjoy the big city amenities
of Minneapolis-St. Paul! Not-for-profit facility
is seeking an Adult psychiatrist to perform ei-
ther ALL OUTPATIENT or ALL INPA-
TIENT work. Employed position. Full Bene-
fits. Competitive compensation package. For
immediate consideration, call Chris Maslyn @
800.735.8261 ext. 221, fax your CV to 703.378.
0016 or e-mail: cmaslyn@medsourceconsultants
.com.

classlols

Inpatient Psychiatry; Academic Department

UMKC Dept. of Psychiatry and Western Mo.
Mental Health Center on the medical school
campus in Kansas City seek a FT psychiatrist to
provide patient care, teaching and training on
an adult acute inpatient unit that is an active
training site for the residency program and med-
ical student clerkship. Typical caseload is 10 to
12. State-of-the-art facility opened in January,
2004. Thirteen psychiatrists on staff. Competi-
tive salary and excellent benefits through DMH.
Relocation costs and student loan repayment is
negotiable. Send CV to Rob Hornstra, MD,
Medical Director at 1000 E. 24th St., K.C., MO
64108 or rob.hornstra@dmh.mo.gov or call 816-
512-7504.

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

MONTANA

ST. PATRICK HOSPITAL & HEALTH
SCIENCES CENTER

PSYCHIATRIC HOSPITALIST
MISSOULA, MONTANA

St. Patrick Hospital, located in Missoula, Mon-
tana, is home to the International Heart Insti-
tute of Montana and the Montana Neuroscience
Institute Foundation. We are a 213-bed, acute
care, JCAHO accredited, Sister’s of Providence,
regional referral center for W. Montana and N.
Idaho. Missoula is home to the University of
Montana and offers an abundance of beauty &
recreational opportunities. Close to Glacier and
Yellowstone National Parks, you can live and
recreate in beautiful country and work for a sta-
ble and well-respected hospital. We currently
have a full-time Psychiatric Hospitalist oppor-
tunity for our co-occurring 26-bed inpatient unit.
The co-occurring unit consists of 60-70% psy-
chiatric patients and 30-40% addiction patients
including acute detoxification. Position will also
include call.

**We offer a competitive wage & benefit
package.

For a Big Sky Welcome!!
Contact: Jan Van Fossen
Vanfoss@saintpatrick.org
Human Resources Department
St. Patrick Hospital
P.O. Box 4587
Missoula, MT 59806
1-800-325-7271 ext#5627
Job line: 406-329-5885
Fax: 406-329-5856
www.saintpatrick.org

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 activi-
ties, 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
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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

Adult psychiatrist sought in the gaming cap-
ital! Private non-profit, substance abuse & ad-
dictions mental health facility. Inpatient duties
for crisis stabilization unit, to 150K salary &
bene. Very light call. Supplemental income pos-
sible. Call Dave Featherston @ 800-575-2880
x314 dfeatherston@medsourceconsultants.com

ADULT PSYCHIATRIST

Riverbend Community Mental Health, Inc.
a large community mental health center with a
staff of over 200, including six full-time psychi-
atrists, seeks a BE/BC psychiatrist with expert-
ise (fellowship training) or experience in
geropsychiatry to provide elder outpatient and
nursing home care several days a week. This po-
sition also includes practice in a general psychi-
atric outpatient office and an opportunity to pro-
vide consultation and supervision to family prac-
tice residents in a family practice clinic. Experi-
ence or a willingness to learn ECT is required.
Shared on-call responsibilities in a 15 bed psy-
chiatric unit located in a general hospital are part
of this position.

We are part of the N.H. mental health system
that is currently rated #2 among community
mental health systems nationally. Concord is a
family-oriented small city located one hour from
Boston, the White Mountains, and the Seacoast.
"This position is full-time, salaried with excellent
benefits including medical, dental, life, disabil-
ity, retirement plan, paid malpractice insurance,
continuing medical education, and reimburse-
ment for professional expenses. Interested ap-
plicants should send a CV to Riverbend CMHC,
Attn: Human Resources, P.O. Box 2032, Con-
cord, NH 03302-2032. For more information
about this opportunity, contact Elvira Downs,
MD, at (603) 228-1551. EOE
www.riverbendemhc.org

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 to0 908.273.0815. We
have a growing private practice in Summit, NJ,
an affluent suburban community.

New Jersey Psychiatrists - Rapidly expanding
behavioral health organization has immediate
positions available in Newark and Cranford lo-
cations. Seeking adult and child Psychiatrists for
partial hospitalization and outpatient services.
Spanish speaking a plus. Full and part-time po-
sitions available. Excellent employment package
including competitive salary, benefits and mal-
practice insurance. Fax CV to (732) 212-0061
or e-mail hr@ppenet.com.

Child/Adol. Psychiatrist

Child/Adol. Psychiatrist- needed for growing
multi-disciplinary group in affluent community
in North/Central N.J. Expertise in psychophar-
macology requried. No Managed Care! Please
fax CV 1o (908) 598-2408

Free Online Advertising

All line classified ads are posted on the
Psychiatric News web site:

pn.psychiatryonline.org
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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 Mex-
ico. 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.

NEW YORK CITY & AREA

Premier Multi-Site Family Medicine Not for
Profit (www.INSTITUTE2000.0rg) secking
P/T BC/BE Adult, Child, and C-L Psychiatrists
for Bronx and Manhattan O/P locations. $100/hr,
Flexible Schedule, willingness to work collabo-
ratively with family practitioners, SW staff, and
very diverse patient population. Please send CV
to: Ms. Virna Little, LCSW-R, SAP, V.P. PSY-
CHOSOCIAL SERVICES 16 E. 16 St. NY, NY
10003. FAX 2126272958, TEL 212 924 7744
ext 337. Equal Opportunity and Diversity Em-
ployer.

PSYCHIATRIST

Downtown Bronx Medical Associates, the Fac-
ulty Practice of Lincoln Medical and Mental
Health Center, a major teaching facility in NYC
and part of the Health and Hospital Corpora-
tion is seeking FT/PT BC/BE Psychiatrists - the
Adult Outpatient UnitPsychiatrists - Inpatient
Unit and Director of Psychiatry - ER Services
Responsible for teaching and supervising resi-
dents, and direct patient care. Spanish speaking
pref. Academic Appt. with Weill-Cornell Med.
College.

Send CV to A. John Pellowe, MD: Fax: 718-579-
6060 or Email: somwarub@dbmapc.org.
AA/EOE M/FE.

PSYCHIATRISTS

Lutheran HealthCare, a sweeping system of in-
patient and ambulatory services across South-
west Brooklyn, is seeking NYS licensed psychi-
atrists for a variety of positions in its expanding
Department of Psychiatry.

Ambulatory Care Psychiatrists-Full-time open-
ings are tailored for psychiatrists with expertise
in psychopharmacology, but also multidiscipli-
nary team participation, staff supervision and
teaching. General adult and child/adolescent
positions available, including special interest areas
in HIV behavioral health, treatment of child/fam-
ily victims of trauma, and substance abuse treat-
ment. Bilingual Spanish, Chinese, or Arabic
strongly desirable. Psychiatrists will offer treat-
ment in facilities that have a Federal Mental
Health HPSA (Health Profession Shortage Area)
designation for loan repayment purposes.

Moonlighting Psychiatrists-Opportunities avail-
able on inpatient ED/CL/Detox services for a
variety of shifts 24/7.

We are conveniently located for travel from all
of NYC Boro’s. For consideration, please email:
ghartman@lmcme.com, fax (718) 630-8594, or
send your CV to: Grace Hartman, Department
of Psychiatry, Lutheran Medical Center, Suite
2-45,150 55th Street, Brooklyn, NY, 11220.
EOE/AA/M/F/D/V

LUTHERAN HEALTHCARE

Psychiatrist
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 full and part
time psychiatrists for our outpatient facilities in
the Bronx.

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

PSYCHIATRISTS

MANHATTAN
BH Clinic-22 hrs
Development Disabilities Clinic-21hrs

DOWNTOWN BROOKLYN
Continuing Day Treatment-33 hrs
Home Visits-Bilingual Russian-10hrs

BRONX
MH Residence- Shrs

COPIAGUE, LONG ISLAND
BH Clinic-12hrs

FEGS, a leading provider of behavioral health
services in the New York metropolitan area, seeks
Board Certified/Eligible Psychiatrists for psy-
chiatric evaluations and treatment. Competitive
salary, no on-call, malpractice insurance covered
by agency. Send CV to our HR consultants: HR
Dynamics, Inc. (DEPT: SB/PSY) 345 Hudson
Street, New York, NY 10014 or e-mail sboyle@
hr-dynamics.com EOE

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!

New York City! Numerous opportunities avail-
able in the “Big Apple”! All positions have NO
CALL! 1) Two Outpatient Forensics Needs 2)
Unit Chief of Inpatient Unit 3) Unit Chief of
Detox Unit 4) Child Outpatient 5) Adult Inpa-
tient. Enjoy the stability of an employed posi-
tion with a competitive salary & full benefits
package! For more info, call Carrley Ward @
800.735.8261 ext. 219, fax your CV to 703.378.
0016 or e-mail: cward@medsourceconsultants.
com.

NEW YORK STATE

The Department of Psychiatry of the State
University of Buffalo School of Medicine and
Biomedical Sciences has openings for two newly
ACGME-accredited PGY 5 Geriatric Psychia-
try fellows to begin July 2006. The Geriatric
Psychiatry fellow will have clinical experiences in
geriatric dedicated home-health care, outpatient,
day hospital, acute inpatient, consultation-liai-
son, long-term care, ECT and hospice. The fel-
lows will participate in a clinical milieu empha-
sizing understanding the psychiatric aspects of
medical conditions along with the medical as-
pects of psychiatric conditions. Fellows will have
the unusual opportunity through collaborative
consultation-liaison work to develop clinical ex-
pertise and professional relationship skills work-
ing closely with trainees and faculty in geriatric
medicine and neurology. They will participate
in a comprehensive didactic program in prepa-
ration for the ABPN geriatric psychiatry certi-
fication.Contact the Geriatric Psychiatry Divi-
sion for additional information or submit an ap-
plication including your CV; your letter of in-
terest, three letters of reference including one
from your residency training program director to:
Marion Zucker Goldstein M.D. ECMC Dept
of Psychiatry, Division of Geriatric Psychia-
try, 462 Grider Street, Buffalo, New York
14215

The Geriatric Psychiatry Program Coordi-
nator Sandra Gilliam can be reached at: Tel.
716-961 6955 email gilliam3@buffalo.edu

GREATER BINGHAMTON HEALTH CENTER
ADULT PSYCHIATRISTS
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 Be-
havioral Health Center (outpatient only, no in-
patient, no call). Abundant on-site CME.
Salaried, permanent positions with excellent New
York State benefits.

Submit CV to: Personnel Office

Greater Binghamton Health Center

425 Robinson St., Binghamton, NY 13904
Fax: (607) 773-4117. EOE/AAE

Exceptional Professional Opportunity

for psychiatrist to provide high quality care as
part of a well-respected multi-disciplinary pri-
vate group practice.

Located in the bucolic mid-Hudson Valley about
2 hours north of NYC.

Flexible hours - inpt/outpt.

Excellent salary package $180,000+.
email CV to qualitydocsearch@yahoo.com or
call 1-518-668-6065 for more information.

Academic Psychiatrist with
Expertise in Informatics

The Department of Psychiatry, school of Med-
icine and Biomedical Sciences, State University
of New York at Buffalo is seeking a psychiatrist
with an international reputation in informatics,
decision making or a related field to develop col-
laborative research and educational activities with
the University’s School of Informatics. The suc-
cessful candidate should meet criteria for Pro-
fessor of Psychiatry with tenure in the Univer-
sity. Salary will be negotiated with the Univer-

sity.

‘Women and minorities are encouraged to apply.
The University of Buffalo is an Equal Opportu-
nity/Affirmative Action Employer. Send cover
letter and resume to: Steven L. Dubovsky, M.D.,
Professor and Chair, UB Dept. of Psychiatry,
Erie County Medical Center, 462 Grider Street,
Room 1182, Buffalo, NY 14215.

P/T CHILD/ADOLESCENT PSYCHIA-
TRIST WANTED. Outpatient position with
leading LI Children and Family Mental Health
Agency. Fax Resume: HR-(516)626-8403.

Excellent opportunity for BC/BE Psychia-
trist in Central New York. Fast paced envi-
ronment. Dedicated Psychiatry ER at St. Joseph’s
Hospital Health Center in Syracuse, NY. Full or
Part-Time, 8-hour shifts. No beeper call. Ex-
cellent salary/benefits incl. malpractice, CME,
health, 401(k). Contact: Joseph Gross - phone:
(315) 448-2783; fax: (315) 703-2198; e-mail:
Joseph.Gross@sjhsyr.org.

CHILD AND ADOLESCENT PSYCHIATRIST
Section on Child and Adolescent Psychiatry
Westchester Medical Center
New York Medical College

Clinical academic position available as chief of
inpatdent adolescent unit. The Section on Child
and Adolescent Psychiatry is a growing program
at a major regional medical center with a new
children’s hospital, and has the only accredited
child psychiatry fellowship program between
NYC and Albany. The adolescent unit is un-
dergoing reconstruction as a short term, acute
unit, integrating therapeutic interventions and
programming, collaboration with community
mental health programs, and new clinical and
support staff positions. Responsibilities include
supervision of social work, psychology, medical
student, and physician trainees, involvement in
didactics of the medical college, administrative
and clinical oversight of the unit, implementation
of staff training, and direct clinical care. Salary
and benefits are competitive, and academic rank
is commensurate with qualifications. WMC
and NYMC are Affirmative Action/Equal Op-
portunity Employers. Women and minorities
are encouraged to apply.

Please send inquiries to:

Flemming Graae, MD
Chief, Child and Adolescent Psychiatry
95 Grasslands Road
Valhalla, NY 10595-1646
Fax: 914 493-1076

E-mail Graaef@wcmc.com

Psychiatrists Needed

Comprehensive Neuroscience, Inc., a national
clinical research organization specializing in CNS
research is seeking part-time, board certified psy-
chiatrists to assist in conducting clinical trials for
our sites in Northern New Jersey, Washington,
DC, Northern Virginia, Chicago, IL and South-
ern California (LA area). Position responsible
for acting as sub-investigator for outpatient stud-
ies with various CNS investigational compounds.

E-mail resume to hr@cnsmail.com or fax to 914-
997-4024. EOE
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NORTH CAROLINA

Coastal North Carolina Residential Treat-
ment Center seeks BC/BE child or general psy-
chiatrist with child experience for Clinical Di-
rector of a 46 bed RTC. This employed posi-
tion offers generous base salary, great benefits
and a lucrative performance bonus. For info call
S. Wiltgen, CEO at (910) 577-1400 or email

sarah.wiltgen@psysolutions.com

SENIOR FACULTY POSITION

The University of North Carolina School of
Medicine is seeking a senior psychiatrist at the
Associate or Full Professor level (fixed-term) for
the position of Clinical Director for a new, mod-
ern public psychiatric facility which is under con-
struction in nearby Butner, North Carolina. This
432 bed hospital will provide psychiatric serv-
ices for the central region of the state, and will
include vibrant academic, teaching, and research
programs in partnership with both the UNC
School of Medicine and Duke University Med-
ical Center. The Clinical Director will be re-
sponsible for medical leadership and the plan-
ning and organization of clinical, research and
teaching functions. Candidates must have an
M.D. from an accredited university, be Board
Certified/Eligible, and able to obtain medical li-
censure in North Carolina. A strong track record
of administrative leadership in a public academic
setting is highly desirable.

Candidates should submit a letter of application,
current CV, and the names and contact infor-
mation of three professional references to: David
Rubinow, M.D., Meymandi Professor and Chair
of Psychiatry, Campus Box #7160, University of
North Carolina School of Medicine, Chapel Hill,
NC 27599-7160. UNC is an Equal Opportu-
nity/ADA Employer.

PSYCHIATRISTS ($124,620 - $179,068)

John Umstead Hospital, a state psychiatric hos-
pital located in Butner, NC seeks psychiatrist for
the Adult Admissions and Alcohol & Drug Abuse
Treatment units. Convenient to Raleigh/
Durham/Chapel Hill and has close ties with
Duke University and UNC-Chapel Hill. Com-
petitive salary and benefits package. Requires
graduation from an accredited medical school,
completion of an accredited psychiatric residency,
and board certification or eligibility. Selected
employees may qualify for the education loan
repayment program authorized by Section 332
of the Public Health Service Act. Send state ap-
plication (PD-107) and/or vitae to JUH, Human
Resources Office, 1003 12th St., Butner, NC
27509 or contact Dr. Lou Ann Crume, Clinical
Director at 919-575-7233. FAX 919-575-7550.
EEO/AA Employer

Child Psychiatrist (Assistant or
Associate Professor)
Department of Psychiatric Medicine
The Brody School of Medicine at
East Carolina University

The Department of Psychiatric Medicine at
Brody School of Medicine at ECU is now ac-
cepting applications for a full-time faculty posi-
tion (Assistant or Associate Professor). The po-
sition offers an excellent opportunity to work in
an outpatient community-based mental health
setting, working with multidisciplinary staff.
There are opportunities for teaching medical
students and residents and participating in col-
laborative research. Requirements include MD
or equivalent degree, completion of accredited
child and adolescent psychiatry residency train-
ing, preferably board certification, eligible for
NC medical licensure. This is not a HPSA site.
Salary and academic rank commensurate with
experience and academic background. Applica-
tions accepted until position is filled. East Car-
olina University is the 3rd largest public uni-
versity in the state, located near many recre-
ational areas, including the Atlantic Ocean coastal
resorts. Please send a letter of interest and
CV to: John Diamond, M.D., Chair Search
Committee, Department of Psychiatric Med-
icine, the Brody School of Medicine, 4E-94B
Brody Building, 600 Moye Blvd., Greenville,
NC 27834, telephone 252-744-2673, e-mail:
diamondj@mail.ecu.edu. East Carolina Uni-
versity is an AA/EO Employer.

1 hr to Raleigh! Hospital seeks an adult psych
for a lucrative private or group practice oppor-
tunity. Mix of in and out-patient work. Shared
call @ 1 in 4. 2-yr income guarantee & superb
bonus incentives.

Call Susan Springer 800.574.2880 ext. 315

CV to sspringer@medsourceconsultants.com.

NORTH DAKOTA

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

TENURE TRACK: The MetroHealth Sys-
tem, an affiliated teaching hospital of Case West-
ern Reserve University, is currently seeking an
outpatient consult liaison psychiatrist at the in-
structor or assistant professor level. This psy-
chiatrist will provide clinical care and teaching of
residents and students at MetroHealth Medical
Center. Benefits include a competitive salary,
incentive potential, health insurance, paid time
off, liability insurance, an academic appointment
and CME opportunities. Please submit a letter
of interest and curriculum vitae to R. T. Seg-
raves, M.D., Ph.D., Chairperson, Department
of Psychiatry, MetroHealth Medical Center, 2500
MetroHealth Drive, Cleveland, OH 44109-1998
or rsegraves@metrohealth.org. In employment,
as in education, The MetroHealth System and
Case Western Reserve University are committed
to Equal Opportunity and World Class Diversity.
The Psychiatry Department at MetroHealth has
HPSA designation.

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Northeast Ohio
MEDICAL DIRECTOR - Clinical and
leadership duties. Exceptional Opportunity
For more information contac: BOB TOTH
(800) 783-9152 FAX (270) 782-1055
www.fespsy.com

Physician Specialist needed: Must have M.D.
& completion of residency in Psychiatry, Inter-
nal Medicine, or General Medicine. Must be
BE/BC in Psychiatry, Internal Medicine or Gen-
eral Medicine and eligible for OR Medical Li-
cense. Location: Pendleton, OR. If interested,
mail resume to: Charles E. Wood, Manager
Human Resource at the State of Oregon, East-
ern Oregon Training Centers, 2575 Westgate,
Pendleton, OR 97801.

PENNSYLVANIA

Lehigh Valley Hospital has immediate open-
ings for 3 psychiatrists - Join 14-member psy-
chiatry practice at largest hospital in Pennsylva-
nia, based on admissions. LVH is an 800-bed ter-
tiary care hospital with a freestanding psychi-
atric facility that has 52 adult and 13 adolescent
beds. Psych services include continuum of care
from emergency evaluation to intensive care,
partial hospital and outpatient follow-up, home-
care and skilled nursing facility consultation. Fac-
ulty appointment at Penn State/Hershey is of-
fered along with a very competitive salary, ex-
cellent benefits that include paid medical mal-
practice and paid health insurance for self and
family.

WE SEEK THE FOLLOWING
Child and Adolescent Psychiatrist
Adult Psychiatrist
Consultative Liaison Psychiatrist

Lehigh Valley Hospital is located 60 miles north
of Philadelphia and 90 miles west of NYC in one
of the fastest growing areas on the Atlantic
Seaboard. For more information, call 610-402-
7013. Email CV to Pamela.Adams@lvh.com or
fax to 610-402-7014.

SOUTH CENTRAL PENNSYLVANIA —
BE/BC Psychiatrist needed to join thriving psy-
chiatry department at Chambersburg Hospital.
Position flexible based upon physician prefer-
ence. Excellent salary with bonus program and
outstanding benefits package. Local colleges and
universities. Family-oriented lifestyle with very
affordable housing and abundant outdoor and
cultural activities yet an easy drive to Harrisburg,
Baltimore or DC. Email CV to mroyce@
summithealth.org Mail CV to Marie Royce,
Director of Physician Relations, Summit Health,
112 N. 7th Street, Chambersburg, PA 17201.
Call 1-800-758-8835. Fax 717-267-7769. Visit

us at www.summithealth.org

Outstanding Private Practice - Seeking BC/BE
psychiatrist for successful, established private

roup practice in southeastern Pennsylvania’s
Lehigh Valley. Great earning potential, option
to teach and do clinical research. In and outpa-
tient responsibilities, weekend call is 1 in 6. Beau-
tiful suburban area 1 hour from Philadelphia,
1.5 hours from NYC. Email CV to Dr. Paul
Gross at pkgmd@yahoo.com, Fax to (610) 820-
3835.

STATE COLLEGE area: The Meadows
Psychiatric Center provides behavioral health
services to varied patient populations - inpatient,
partial hospitalization & outpatient. Rewarding
practice opportunities work with multidiscipli-
nary treatment teams in all services. Very com-
petitive salary, bonus potential & full benefits.
Interested candidates contact Joy Lankswert @
866-227-5415 or email joy.lankswert@uhsinc

Ccom

PSYCHIATRISTS... BE/BC exellent salary,
benefits, no billing, upscale working environ-
ment, Inpatient or Outpatient. Full ime and Part
time available. Pennsylvania locations send CV
bp@pennhurstmedical.com or fax to 610-524-
0952 Pennhurst Medical Group, P.C. Some
LT also!

RHODE ISLAND

Rhode Island Hospital

Psychiatrist Adult, Inpatient and Outpatient
(Mood Disorders)

The Department of Psychiatry, Rhode Island
Hospital, a Lifespan partner and Brown Uni-
versity affiliated program, is seeking a psychia-
trist to share inpatient and outpatient responsi-
bilities with an established fulltime hospital-based
group. The inpatient component involves treat-
ing patients with a wide range of acute condi-
tions. The outpatient component involves as-
sessing and treating patients with mood disor-
ders as a member of a specialized multidiscipli-
nary clinical research team. The candidate must
be Board Certified or eligible, and may be eli-
gible for a clinical appointment at Brown Uni-
versity School of Medicine. Salary and benefits
commensurate with level of training. Please send
CV’s along with a letter of interest to Richard J.
Goldberg, M.D., Psychiatrist-in-Chief, APC-9,
Rhode Island Hospital, 593 Eddy St, Providence,
RI 02903 and/or e-mail to rjgoldberg@lifespan.
org

classlols

Rhode Island Hospital
Director of Substance Abuse

The Department of Psychiatry, Rhode Island
Hospital, Providence, R, is seeking a full-time
Psychiatrist for Director of Substance Abuse of
the Division of Adult Psychiatry, Department of
Psychiatry, at Rhode Island Hospital. Must be
an M.D. and Board certified in General and Ad-
diction Psychiatry. Must have successfully com-
pleted training in Adult Psychiatry in an ac-
credited program, with residency served in Adult
Psychiatry. Also responsible for education and
research, as agreed upon. Candidates should
have a record of clinical research or scholarly ac-
tivity in the area of Substance Abuse. The can-
didate should also have a record of teaching and
supervision of psychiatry residents. Five years
post-training in staff capacity in a teaching-train-
ing environment experience preferred. Candi-
date must be eligible for academic appointment
at Brown University at the Assistant, Associate,
or Full Professor level, Teaching or Research
Scholar Track. Demonstrated clinical research
productivity is necessary for appointment at the
Assistant Professor level. If hired at the Associ-
ate Professor level in the Teaching Research
Scholar Track, or the Associate Professor level of
the Research Scholar Track, the candidate will
have to demonstrate a national reputation in his
or her field. If hired at the Full Professor level
in the Research Scholar Track, candidate must
demonstrate international reputation in his or
her field. Rhode Island Hospital is a EO/AA
employer, and encourages applications from mi-
norities, women, and protected persons. Review
of applicants will begin immediately and will
continue until the position is filled or the search
is closed. Send letter and CV to: Martin B.
Keller, M.D., Chairman, Department of Psy-
chiatry and Human Behavior, Butler Hospital,
345 Blackstone Blvd., Providence, RT 02906.

SOUTH CAROLINA

Psychiatry
100% OUTPATIENT PRACTICE
Central South Carolina

An established 120+ bed acute care hospital is
actively seeking a General Psychiatrist for a 100%
Outpatient Practice Only. The practice will be
comprised of both Adult and Pediatric patients.
* Solo opportunity

* Currently no Psychiatrists in the county

* 100% outpatient practice only

¢ Excellent built-in referral base

* NO Inpatient Psychiatric beds

BE/BC Psychiatrists are encouraged to respond,
as an excellent income guarantee is being of-
fered. Sorry, this is not a Visa opportunity.

Please contact:

Mary Ellen Scaturro
Boone-Scaturro Associates, Inc.
1-800-749-1884
Fax: 770 475 5055
MES@boone-scaturro.com

TENNESSEE

EAST TENNESSEE STATE UNIVERSITY
JAMES H. QUILLEN COLLEGE OF MEDICINE
DEPARTMENT OF PSYCHIATRY &
BEHAVIORAL SCIENCES

CHILD PSYCHIATRIST

Full-time position available for Child Psychia-
trist. Responsibilities include training of psy-
chiatric residents and medical students and re-
search activities. Salary is competitive with fund-
ing available through the Medical School, fac-
ulty private practice and extramural contracts.
ETSU is located in the Tri-Cities area, rated #1
place in North America in cost-of-living, crime
rate, climate and health care. Applicants should
submit a CV and two letters of reference to
Merry N. Miller, M.D., Chair, Department of
Psychiatry and Behavioral Sciences, ET'SU, Box
70567, Johnson City TN 37614. Telephone in-
quiries should be made at (423)439-2235 or e-
mail at lovedayc@etsu.edu. AA/EOE.
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TEXAS

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. Success-
ful candidates must be board certified/board el-
igible 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.

Nacogdoches and Livingston - The Burke
Center, a multi-site, JCAHO accredited com-
munity mental health center, currently has a full
time Adult Psychiatrist position available in
Nacogdoches, and a full ime Child Psychiatrist
(or General Psychiatrist with child experience)
position available in Livingston to see a mix of
child and adult patients. Physician Assistants
and Advanced Nurse Practitioners will be con-
sidered as well. Both positions are outpatient
only, 40 hour weeks, with no on call. Enjoy a
comfortable lifestyle in the beautiful, piney-
woods/lakes area of East Texas. Recreational op-
portunities abound in national forests nearby.
Houston less than 2 hours away; Dallas 3 hours;
major state university nearby. Excellent bene-
fits and competitive salary. Please send CV to
Mark Janes, M.D., Medical Director, Burke Cen-
ter, 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.

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

San Antonio
C & A Psychiatrist for lucrative private
practice. For more information contact:
RICHARD SIMPSON
(800) 783-9152 FAX (270) 782-1055
www.fespsy.com

Psychiatrists for Adult Mental Health Out-
patient Programs (Full Time or Part Time
for at least 20 hrs.) for a progressive and com-
prehensive community mental health center in
San Antonio, TX. The center is evolving into a
national model for the integration of primary
and behavioral healthcare. Duties will be per-
formed under the clinical supervision of the Med-
ical Director, include: psychiatric examinations
and reviews, prescribing psychotropic medica-
tions, and direct face to face service with clients
and families. Very competitive salary and ben-
efits, paid malpractice insurance, moving ex-
penses, CME’s offered at no charge and admin
time to acquire. Applicant should have: current
TX Physician’s Permit, TX Dept. of Public Safety
Controlled Substance Registration Cert., a US
Drug Enforcement Agency Substance Registra-
tion Certificate (DEA), completed an Accred-
ited Psychiatric Residency Program, Board Cer-
tification (or be eligible for Certification) in Psy-
chiatry, and Medicaid/Medicare provider num-
bers. Must have a current TX driver’s license,
have auto liability insurance and be insurable
under Center’s insurance carrier (for malprac-
tice). Apply through the Center for Health Care
Services web site, www.chesbe.org.
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AMARILLO: Private Practice group seeking
associate/partner. Inpatient & outpatient care
with diverse patient population. Community
need & great income potential.

MCALLEN: Child Psychiatrists for combina-
tion inpatient/outpatient private practice.
SAN ANGELO: BE/BC General or Geriatric
Psychiatrist. Must have interest working with di-
verse patient population of adult - senior adults.
Established practice - will offer employment.
Contact Joy Lankswert @ 866-227-5415 or
email joy.lankswert@uhsinc.com

ADULT or GERIATRIC PSYCHIATRISTS

Catawba Hospital is accepting applications from
BE/BC Psychiatrist’s, interested in joining an
outstanding medical staff in a 110-bed, JCAHO
accredited, psychiatric hospital. Academic affil-
iation exists with the Residency Program of the
University of Virginia School of Medicine’s De-
partment of Behavioral Medicine & Psychiatry.
Teaching medical staff have academic faculty ap-
pointment. Experience with acute and chronic
adult and/or geriatric psychiatry is desired. Ap-
plicants must be licensed or eligible for licen-
sure in Virginia. No call required of attending
psychiatrists.

Located just minutes from the metropolitan com-

munity of Roanoke, VA, the area provides ex-

cellent recreational, educational, and cultural op-

portunities:

* one of the ten best places to raise a family in the
United States (Parenting magazine);

¢ ranked among the least stressful locations in
the United States (Zero Population Growth, Inc.);

e 7th healthiest place to live (Kiplinger’s Personal
Finance Magazine);

* one of the nation’s top 20 cities for quality of
life (recent University of Kentucky study).

An excellent competitive salary with a generous
benefit package, including a bonus for Board
Certification, awaits the best candidate.

On grounds housing in a two or three bed-
room house or a two bedroom apartment is
available on a temporary or permanent basis.

For telephonic/e-mail inquiries contact:

Gary Hiler, HR Programs Mgr.
(540) 375-4368

gary.hiler@catawba.dmhmrsas.virginia.gov
Submit CV to:
Human Resource Office
CATAWBA HOSPITAL
P.O. Box 200
Catawba, VA 24070-0200

TDD(540)375-4385
FAX(540)375-4359

EOE M/F/H/V

PACT Psychiatrist
(Program for Assertive Community Treatment)

New River Valley Community Services in Blacks-
burg, VA is seeking an outstanding individual to
join our growing community mental health serv-
ices team. Live in a dynamic university city in the
beautiful Blue Ridge Mountains. Work full or
part-time with a multi-disciplinary team in a
100% outpatient CARF accredited program.
The successful candidate will provide psy-
chopharmacology services, crisis intervention,
and consultation to PACT Team clients. Vir-
ginia license is required. Position is open until
filled. Please submit VA state application and
CV to New River Valley Community Services,
Attn: Human Resources Dept., 700 University
City Blvd., Blacksburg, VA 24060, or fax to 540-
961-8466. State applications are available on
our website at www.nrves.org. For more infor-

mation call 540-961-8421. EOE

Deadlines:
Mar 3 issue - Feb 17

Mar 17 issue - Mar 3

CONSULTATION/LIAISON PSYCHIA-
TRY - PSYCHOSOMATIC MEDICINE
FACULTY POSITION: VA Commonwealth
University at the Medical College of Virginia
campus recruiting faculty position in large, ex-
citing, well-established C/L Division in major
academic medical center (750 bed university hos-
pital). Clinical, liaison, and research opportu-
nities abound in primary care, organ transplan-
tation, oncology, HIV program, etc. Help train
and supervise senior residents and our nation-
ally recruited C/L fellows. We are seeking
BE/BC candidates with demonstrated potential
as clinicians, teachers and scholars. C/L fellow-
ship training preferred. Community offers ex-
cellent location and lifestyle. Please call or write
James Levenson, MD, Chair, Div. of C/L Psy-
chiatry, VCU, Box 980268, Richmond, VA
23298 (804-828-0763). VCU is an Equal Op-
portunity/Affirmative Action employer. Women,
minorities, persons with disabilities are encour-

aged to apply.

PSYCHIATRIST: Roanoke/Salem: Board Cer-
tified/Board Eligible in psychiatry. Position is
predominately outpatient telemental health serv-
ices to rural areas via videoconferencing; some
outpatient mental health clinic services; and some
inpatient PTSD. Excellent salary and benefits,
including vacation and sick leave.

Active Psychiatry Residency Program and med-
ical student training affiliated with University of
Virginia School of Medicine, and the Via College
of Osteopathic Medicine. Facility appointment
and research opportunities. No overhead or mal-
practice premium. Licensed in any state. All
American City with metro population 250,000,
low cost of living, numerous activities, rated top
10 best places to raise a family by Parenting Mag-
azine. Excellent schools. Contact Delmar Short,
MD, Chief, Mental Health Service Line, Veter-
ans Affairs Medical Center, Salem, VA 24153,
or call (540) 982-2463, ext. 2515. EOE.

WASHINGTON

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

WEST VIRGINIA

200K in Medical School Loans Paid Off! Re-
laxed working environment with excellent clin-
ical support team. Facility needs a Child Psy-
chiatrist due to expansion. Work a mix of inpa-
tient & outpatient. 1 in 6 call. Contact Karen
Brennan at 800-575-2880 x307. E-mail CV to
kbrennan@medsourceconsultants.com.

FOND DU LAC COUNTY
DEPARTMENT OF COMMUNITY PROGRAMS

PSYCHIATRIST

Looking for B/E or B/C Psychiatrist to join 3
other Psychiatrist at the Fond du Lac County
Department of Community Programs. Med-
ical, model, flexible hours, general medical, re-
tirement and vacation benefits. Opportunities
to work outside hours.

Contact:
JR Musunuru
459 East First
Fond du Lac, WI 54935
920-929-3502

AN EQUAL OPPORTUNITY EMPLOYER

CHILD-ADOLESCENT/ADULT PSYCHIATRIST -
LA CROSSE, Wi

Board certified/eligible child-adolescent psy-
chiatrist needed to join the Psychiatry Depart-
ment/Behavioral Health Program at Franciscan
Skemp Healthcare-Mayo Health System in La
Crosse, WI. At least 50% of the position will
be devoted to outpatient child-adolescent psy-
chiatry patients. Remainder of the practice will
be a mix of inpatient and outpatient adult psy-
chiatry. Position will include sharing in the gen-
eral Psychiatry call schedule with five adult psy-
chiatrists. Competitive salary & comprehensive
benefits. Franciscan Skemp Healthcare, part of
Mayo Health System, is a multispecialty
group/healthcare network with 200+ providers,
serving a primary care population of 240,000 in
WI, MN & IA. La Crosse, city of 52,000 with
metro area of 120,000, located on the scenic
Upper Mississippi River, offers an ideal family
environment with unlimited, four-season recre-
ational & cultural activities. Excellent schools,
including two universities and technical college.

Contact Bonnie Guenther or Mike Hesch,
Physician Services

Franciscan Skemp Healthcare-

Mayo Health System

700 West Avenue South, La Crosse, WI 54601
800-269-1986 / fax 608-791-9898
guenther.bonnie@mayo.edu /
hesch.michael@mayo.edu
www.franciscanskemp.org

SPECTACULAR OPPORTUNITY
FOR INPATIENT MEDICAL DIRECTOR

Gundersen Lutheran, a multidisciplinary 400
member group practice in La Crosse, W1, is seek-
ing an experienced BC/BE Psychiatrist to per-
form 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

CASPER - General or Child Psychiatrist for
combination practice of outpatient, partial & in-
patient services. Multidisciplinary treatment
team support. Great compensation plan offer-
ing salary, benefits & bonus potential. Open to
J1 candidates. Contact Joy Lankswert @ 866-
227-5415 or email joy.lankswert@uhsinc.com

To advertise contact
Joel Nepomuceno

703-907-7330,
classads@psych.org
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Clinical Psychopharmacology Research
Fellowship

The Bipolar Disorder Research Program at
Emory University is seeking a PGY-5 clinical re-
search fellow. Fellowship provides clinical and
research experience, specializing in bipolar dis-
order, with extensive individual supervision by
Dr. Nassir Ghaemi. Fellows will gain expertise
in diagnosing and treating bipolar disorder, and
in functioning as investigators in clinical trials.
Fellows will learn statistical method methods,
and write research papers. Ideal for those who
want more clinical expertise and for those in-
terested in an academic psychiatry career. Com-
petitive salary with full benefits package. Send
CV and letters of reference to: Dr. Nassir
Ghaemi, 1365 Clifton Rd NE., Bldg B, Suite
6100, Atlanta, GA 30322, nghaemi@emory.edu

PUBLIC PSYCHIATRY FELLOWSHIP
CMHC - YALE

The Connecticut Mental Health Center -
Yale University School of Medicine is offering
a one-year Fellowship in Public Psychiatry be-
ginning July 2006. CMHC is a major site for
training, research and clinical service within the
Yale and State systems. As a state-funded, aca-
demic, urban mental health center it provides a
unique setting for psychiatrists to obtain ad-
vanced training as they pursue careers as lead-
ers in the field. Fellows will spend 50% time in
seminars, supervision, and administrative/policy
meetings of CMHC and the CT Dept. of Men-
tal Health and Addiction Services; and 50% ef-
fort providing direct clinical service and/or con-
sultation within public mental health settings in
New Haven. Candidates must be eligible for
board certification and CT licensure. Minority
applicants are encouraged to apply. For further
information contact Jeanne Steiner, D.O. Med-
ical Director, CMHC - Yale Univ., 34 Park St
New Haven, CT 06519 or Jeanne.Steiner@
yale.edu.

Vanderbilt University Medical Genter
Addiction Psychiatry Fellowship

The Psychiatry Department at Vanderbilt Uni-
versity Medical Center is seeking applicants for
our PGY-5 Addiction Psychiatry Fellowship Pro-
gram starting July Ist, 2006. Fellows have an op-
portunity to develop expertise in diagnosis and
management of addiction in inpatient and out-
patient settings, including a general hospital con-
sultative service. Teaching goals provide quali-
fication for subspecialty certification and devel-
opment of specific clinical and/or research in-
terest areas. An opportunity exists to extend the
fellowship by up to 2 years by participating in a
training program in translational addiction re-
search in neuroimaging, pharmacotherapy, ge-
nomics, and bioinformatics. Contact Peter R.
Martin, M.D., Director, Vanderbilt Addiction
Center, The Psychiatric Hospital at Vanderbilt,
Suite 3068, 1601 23rd Avenue South, Nashville,
TN 37232-8650. (615) 322-3527; e-mail: peter.
martin@vanderbilt.edu

Forensic Psychiatry Fellowship

ACGME-accredited fellowship program (PGY-
5) sponsored by the SUNY Upstate Medical Uni-
versity in Syracuse, NY. One position is avail-
able beginning July 1, 2006. This is a one- year
program with training at multiple clinical sites in
the Medical University and at Central New York
Psychiatric Center; the JCAHO accredited psy-
chiatric hospital of the New York State prison
system. There is a substantial component at the
Syracuse University College of Law. Dedicated
research support is available. Candidates must
be eligible for licensing or limited permit in New
York State. For information, please contact
Jonathan Kaplan, M.D., SUNY-Upstate Med-
ical University Department of Psychiatry, 750
E. Adams Street, Syracuse, NY 13210, 315-464-
3104, fax 315-464-3141, e-mail address cn00025
@ombh.state.ny.us.

PSYCHODYNAMIC PSYCHOTHERAPY
PROGRAMS. Two year training includes
coursework, case conferences, and supervision
with experienced analysts. NEW CHILD-
ADOLESCENT PROGRAM. The New York
Psychoanalytic Institute, 247 East 82nd Street,
NY NY 10028, (212) 879-6900
www.psychoanalysis.org

PSYCHOSOMATIC MEDICINE FELLOWSHIP -
VIRGINIA COMMONWEALTH UNIVERSITY

One year exciting, well established, fellowship
program, one of the first approved by the
ACGME, in a 750-bed university hospital, ac-
cepting applications for July 1, 2006.
Advanced training offered to psychiatrists who
have completed residency. Please write or call:
James L. Levenson, M.D., Chairman, C-L Di-
vision, VCU Health System, Department of Psy-
chiatry, Box 980268, Richmond, VA. 23298-0268;
jlevens@vcu.edu (804) 828-0762 or Yaacov R.
Pushkin, M.D.; ypushkin@vcu.edu

Psychosomatic Medicine Fellowship

Harborview Medical Center (HMC) at Uni-
versity of Washington School of Medicine is
seeking a one-year Psychosomatic Medicine Fel-
lowship applicant entering as a PGY-5 after com-
pletion of a General Psychiatry Residency Pro-
gram. Our mission is to provide excellent, mul-
tidisciplinary subspecialty training in Consulta-
tion-Liaison Psychiatry by integrating broad
clinical experiences with: comprehensive didac-
tic training; close clinical supervision; and schol-
arly time which allows a fellow to pursue an area
of interest. We also intend to provide leadership
and organizational skills together with solid clin-
ical teaching in order to develop qualified, com-
petent, compassionate and ethical academic and
community-based clinical leaders in the area of
Psychosomatic Medicine.

The Department of Psychiatry at the University
of Washington is a major research, training and
clinical care leader in Consultation-Liaison Psy-
chiatry. The HMC Consultation Service, which
consists of psychiatrists, residents, PhD psy-
chologists, social workers and clinical nurse spe-
cialists sees approximately 60 to 80 patients each
month and provides an excellent interdiscipli-
nary training setting for a PGY-5 fellow.

As a county hospital and part of the University
of Washington network of hospitals serving 5
states (Washington, Wyoming, Alaska, Montana,
and Idaho), HMC has a diverse population in
terms of age, ethnic/cultural and socioeconomic
mix. HMC is the only Level I adult and pedi-
atric trauma center and regional burn center
serving 4 states and has Centers for Emphasis in
the areas of: neurosciences; trauma; burns; re-
construction and rehabilitation; the mentally ill,
chemically dependent and medically vulnerable;
and AIDS/HIV/STD treatment.

For more information please contact:

Melissa H. Hanbey
Administrative Assistant,

HMC Consultation-Liaison Psychiatry
Department of Psychiatry and
Behavioral Sciences
University of Washington School of Medicine
Harborview Medical Center Box 359910
325 9th Avenue
Seattle, Washington 98104-2499
206-731-5923
206-731-3455

Research Fellowships for Young Psychiatrists
and Advanced Residents: The Yale University
Department of Psychiatry and the Connecticut
Mental Health Center are pleased to offer
NIMH funded fellowships that provide two years
of research support and training for psychiatrists
who have recently completed residency or are
in their PGY-4 training year. Fellows will choose
a mentor from among over 20 Yale faculty re-
searchers, and develop and carry out their own
research project. A formal didactic program pro-
vides seminars on research design, statistics and
review of the current evidence base regarding
key clinical questions. Program focus is on adding
to the evidence base to guide treatment of peo-
ple with chronic and recurrent psychiatric ill-
nesses, especially during the 95% of their lives
when they are not in periods of acute symptom
exacerbation. Fellowships are designed for psy-
chiatrists interested in academic careers in clin-
ical, psychosocial, epidemiological or transla-
tional neuroscience research. To apply send CV,
statement of research interests and two letters
of recommendation to: Bruce E. Wexler, MD,
Professor of Psychiatry, Yale University School
of Medicine, Connecticut Mental Health Cen-
ter, 34 Park Street, New Haven, CT 06519, or
bruce.wexler@yale.edu.

INFANT PSYCHIATRY FELLOWSHIP.
The Section of Child and Adolescent Psychiatry
at Tulane University Health Sciences Center is
seeking a full-time Fellow in Infant Psychiatry.
This one or two year fellowship includes clini-
cal and research experiences with the multidis-
ciplinary Infant Mental Health group at Tulane.
Completion of a fellowship in Child and Ado-
lescent Psychiatry preferred. Faculty appoint-
ment at the Instructor level is possible. Appli-
cations will be accepted until a suitable qualified
candidate is found. Applicants should send let-
ter of interest, updated CV and list references
to Charles Zeanah, MDD, Vice Chair and Direc-
tor of Child and Adolescent Psychiatry, 1440
Canal Street TB52, New Orleans, LA 70112.
Interested eligible applicants may obtain further
information regarding this position by contact-
ing Dr. Zeanah at 504-988-5402 or czeanah@
tulane.edu. Tulane is strongly committed to poli-
cies of non-discrimination and affirmative ac-
tion in student admission and in employment.

ANXIETY & FUNCTIONAL NEU-
ROIMAGING. The University of California
San Diego (UCSD) in La Jolla, CA, is secking ap-
plicants for a PGY-5 Anxiety & Functional Neu-
roimaging Fellowship starting July 1, 2006. Fel-
lows have an opportunity to develop expertise
in anxiety disorders outcomes research and func-
tional magnetic resonance imaging (fMRI) task
design and analysis. Dual mentorship by Mar-
tin Paulus MD and Murray B. Stein MD, MPH.
Competitive salary. Two-year commitment pre-
ferred. Applicants must be board-eligible in psy-
chiatry and eligible for California medical li-
censure. Interested candidates should send a CV/
and statement of interest by e-mail to Dr. Stein
(mstein@ucsd.edu) and/or Dr. Paulus (mpaulus@
ucsd.edu).

Geriatric Psychiatry Fellowship with
Emphasis on Integrated
Consultation-Liaison Psychiatry

The Department of Psychiatry and Behavioral
Science at Stony Brook University announces
the availability of an innovative ACGME-ac-
credited geriatric psychiatry fellowship position
starting July 2006 with the option for special em-
phasis on consultation-liaison psychiatry. With
eight board-certified geriatric psychiatrists on
the faculty, the geriatric psychiatry fellow will
have dedicated experiences in geriatric inpatient,
long-term care, outpatient, ECT, and consulta-
tion-liaison psychiatry at both the University
Hospital as well as several community settings.
Located within the new Stony Brook Division
of Medical and Geriatric Psychiatry, fellows in
geriatric psychiatry will participate in a clinical
milieu emphasizing understanding the psychi-
atric aspects of medical conditions along with
the medical aspects of psychiatric conditions.
Fellows have the unusual opportunity through
collaborative consultation-liaison work to de-
velop added clinical expertise and professional
relationship skills working closely with trainees
and faculty in geriatric medicine, neurology, and
family medicine. To apply for the position, send
by U.S. mail, fax (631) 444-7534, or e-mail steven.
cole@stonybrook.edu, your letter of interest, your
CV, and three letters of reference to Steven Cole,
M.D., Head, Division of Medical and Geriatric
Psychiatry, Health Sciences Center, 10th Floor,
Room 042, Stony Brook NY 11794-8101.
AA/EOE.

Resilnc

PGY 3 Resident
Harvard Longwood Psychiatry Residency
Boston

Unexpected opening for PGY 3 resident begin-
ning on July 1, in this innovative, award-win-
ning residency program sponsored by Brigham
and Women’s Hospital, Beth Israel Deaconess
Medical Center and Massachusetts Mental
Health Center. Please send inquiries and CV to
William Greenberg, MD, 330 Brookline Ave,
Boston MA 02215 or by email to wgreenbe@
caregroup.harvard.edu.

_ Practice for Sale
Prime location in South Florida, near major
medical center, solo practice, 100% private pay,
no insurance, very lucrative with great expan-
sion potentdal. Outstanding reputation. Turnkey

operation. Please fax inquiries to Davis Co. 561-
482-9582.

classlols

Retiring in July 2006 from established prac-
tice in Vail, Colorado. The practice is for sale
- Income potential $200,000-300,000 per year -
Office furniture and introduction to referral
sources included. If interested please contact
Robert Truitt, MD at 970-476-1551.

White Flint MD:

Rent suite in luxurious, spacious, sunny, large
windowed, furnished, two office suite. In secure
office building across from White Flint Mall and
metro. Call (301) 881-0433. (Available Imme-
diately)

PSYCHOANALYTIC COUCHES

Prestige Furniture and Design is the leading
manufacturer of psychoanalytic couches. For a
brochure and price list, call (800) 283-9958.

~ Software

PRACTICE MANAGEMENT SOFT-
WARE: Newly updated version 5 of CPT
Billing. Powerful, Flexible, Comprehensive,
Customizable! Progress notes, Billing, Sched-
uling, Accounting, Reports, Prescriptions (prints
triplicates), Letters. Visit www.CPTBilling.com
or call 800-477-4907

Prefer to keep it confidential?

$30 extra for a confidential
Psychiatric News blind box

APA Membenr Benefits
and Services That
Make a Difference

MBNA Credit Cards and Financial Tools
Earn frequent flyer miles
]
APA Job Bank
Online career search and recruitment
]

The Psychiatrists’ Program
Medical malpractice insurance for psychiatrists
]

Car Rentals
Substantial discounts from Alamo, Avis, Hertz,
or National
]

Educational Loans
Meet rising costs of education with Capital
for Knowledge
]

Magazine Subscriptions
Save up to 50% off regular subscription rates
on magazines
]

Retirement and Investment Planning
Meet your short and long-term
retirement and financial planning goals
]

Legal Consultation
Find money-saving legal advice with APA’s
Legal Consultation Plan

Learn more about these benefits and savings at

www.psych.org/members/benefits/
memservices.cfm

Questions? Contact APA Answer Center
Call Toll-Free: 1-888-35-PSYCH
From outside the U.S. and Canada call:
1-703-907-7300

Email: apa@psych.org
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The doctoris in.

Whether you are a practicing physician
or talented applicant, the American
Psychiatric Association (APA) Job Bank

is your psychiatric job placement resource.

IN FOCUS

Candidates:

Post your résumé online for free.

Search psychiatric jobs by specialty or location.
Gain access to employment tools.

Employers:

Post psychiatric career opportunities quickly and easily.
Tap into an online résumé database.

Find the right candidate for your psychiatric position.

IN THE KNOW
Access sample cover letters and curriculum vitae, career

development articles, salary surveys, interview worksheets
and other tools on the APA Job Bank.

APA‘
e
B A N K

The best source for psychiatric job placement

Visit www.psych.org/jobbank today.

Advertise your psychiatric opportunity in APA’s Psychiatric News
or Psychiatric Services classifieds and with the APA Job Bank
online to receive a 10 percent discount on both. For more
information, call (888) 35-PSYCH ext. 7330 or direct at

(703) 907-7330, or email classads@psych.org.




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 t0 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 ahout 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psychosis.

INDICATIONS—GEQDON 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 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 in the full prescribing information as a contraindication or aboxed 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 for thioridazine. Inthis study, the effect of GEODON on QT; length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placebo-controlled trials, GEODON increased the
QT interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevant threshold of 500 msec. Inthe GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QT; interval have been associated with the occurrence of torsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) but it is possible that
smaller QT/QT; prolongations may also increase risk, or increase it in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Although torsade de pointes has not been observed in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an increased risk. A study evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
haloperidol (7.5 mg then 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 on the QT interval. The mean increase in QT from baseline for GEODON was 4.6 msec following
the firstinjection and 12.8 msec following the second injection. The mean increase in 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 placeho.
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
tobe 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. It is essential to periodically
monitor serum electrolytes in patients for whom diuretic therapy is introduced during GEODON treatment. Persistently prolonged QT;
intervals may also increase the risk of further prolongation and arrhythmia, butitis not clear that routine screening ECG measures are
effective in detecting such patients. Rather, GEODON should be avoided in patients with histories of significant cardiovascularillness,
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 ina 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 antipsychatic 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, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GEODON, and all patients were reported to recover completely. Upon appearance of rash for which an alternative etiology
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 prevalent in 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 antipsychatic 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
prolactinlevels inhumans. Tissue culture experiments indicate that approximately one third of human breast cancers are prolactin dependent
invitro, afactor of potential importance if the prescription of these drugs is contemplated in a patient with previously detected breast cancer.
Neither clinical studies nor epidemiologic studies conducted to date have shown an association between chronic administration of this class
of drugs and tumorigenesis in humans; the available evidence is considered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnolence was acommonly reported adverse eventin GEODON patients. In the 4- and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
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 arecent 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 hypatension 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 in the 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 CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qdfor 5 days, increased the AUC and Gpax 0f GEODON by about 35%-40%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Goadministration of 30 mL of Maalox did not affect GEODON pharmacokinetics. Population pharmacokinetic analysis
of schizophrenic patients in 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, CYP2G19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON due to displacement. GEODON 40 mg bid administered concomitantly with /ithium 450 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
tumorsin rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
in one strain of S. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
time to copulation in Sprague-Dawley rats in two fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5to
8 times the MRHD of 200 mg/day on a mg/m? basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m* basis).
There was no effect on fertility at 40 mg/kg/day (2 times the MRHD ona mg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy
only ifthe potential benefit justifies the potential risk to the fetus. Labor and Delivery: The effect of GEODON onlabor and delivery inhumans
is unknown. Nursing Mothers: 1t is not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
It is 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 — Advverse Findings
Observed in Short-term, Placeho-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 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%), 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 placeho. 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.
Extrapyramidal 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 alow BMI (<23) compared to normal (23-27) or overweight (>27)
patients.There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients with @ “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 schizophreniatrials, GEODON was associated with a mean 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, hypathermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; Infrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, pulmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; Infrequent: rectal hemorrhage,
dysphagia, tongue edema; Rare: gum hemorrhage, jaundice, fecal impaction, gamma glutamy! 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, cogwhee! 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; Infrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visual field defect, keratitis, keratoconjunctivitis. Urogenital System —/nfrequent: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 (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, abdominal pain, flu syndrome, back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,
cogwheel rigidity, paresthesia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—
furunculosis, sweating. Urogenital —dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is nota controlled substance. OVERDOSAGE— In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documented in 10 patients. Al 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. IMS Health, July 2005. 2. Data on file. Pfizer Inc., New York, NY. 3. Daniel DG, Zimbroff DL, Potkin SG, Reeves KR, Harrigan EP, Lakshminarayanan M, and the Ziprasidone Study Group. Ziprasidone
80 mg/day and 160 mg/day in the acute exacerbation of schizophrenia and schizoaffective disorder: a 6-week placebo-controlled trial. Neuropsychopharmacology. 1999;20:491-505. 4. Potkin SG, Keck P, Giller E,

Ice K, Warrington L, Mandel FS. Ziprasidone in bipolar mania: efficacy across patient subgroups. Presented at: American Psychiatric Association Annual Meeting; May 1-6, 2004; New York, NY.
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GEODON is indicated for the treatment of schizophrenia and acute manic
or mixed episodes associated with bipolar disorder, with or without psychotic symptoms

dy state
of mind

Effective control of symptoms

In schizophrenia’® In acute mixed episodes
W |rritability of bipolar disorder*
m [rritability

B Suspiciousness

m Disorganized thoughts
m Agitation

m Hallucinations

m Psychomotor agitation
m Depressive symptoms

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 acute manic episodes
of bipolar disorder*

m Grandiosity
m Elevated mood
m Flight of ideas

GEODON

Oral Capsules (zipiosidone HC|
and Injection (zipiasidone mesylate)

Power to restore potential

™

In short-term schizophrenia trials, the most commonly observed adverse events associated with GEODON at an incidence of >5% and at least twice the rate
of placebo were somnolence and respiratory tract infection. The most common adverse events associated with GEODON in bipolar mania were somnolence,

extrapyramidal symptoms, dizziness, akathisia, and abnormal vision.

Please see brief summary of prescribing information on next page.
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