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APA ELECTION

Carol Bernstein, M.D. (right), has been elected APA’s next president-elect. She will assume
that post at the end of APA’s 2009 annual meeting in May, when Alan Schatzberg, M.D., will
become president.

Psychiatrists Lobby Congress
On Health Reform, Privacy Issues

PA members lobbied members
A of Congress during APA’s 2009

Advocacy Day events last month
to ensure strong and timely regulations in
the coming months that will implement
the landmark federal insurance parity law
enacted late last year.

The timing of the advocacy events,
which took place from February 8 to 11,
coincided with congressional consider-
ation and passage of the massive American
Recovery and Reinvestment Act of 2009
(ARRA, PL 111-5). The legislation, which
was signed by President Obama on Febru-
ary 17, included federal electronic medical
record (EMR) privacy protections.

This year’s Advocacy Day brought 105
APA members from 43 states, the Dis-

trict of Columbia, and Puerto Rico to
Washington, D.C., to

learn about the major
federal health policy
challenges facing psy-
chiatry and to urge
their representatives
in Congress to support
APA-backed solutions.
Attendees participated

BY RICH DALY

in several days of training and heard mul-
tiple issue updates before making 262 visits
to the offices of members of Congress.

“I am pushing for strong privacy stan-
dards in electronic medical records,” Les-
lie Secrest, M.D., of Dallas told Psychiat-
ric News before his scheduled visits with
his congressional representatives during
Advocacy Day. “The thing that makes
[EMRs] different is knowing how quickly
[the information] can be transmitted.”

The patient-privacy message that
Secrest and other psychiatrists took to
Capitol Hill may have made some impact
because, despite long-held opposition in
the Senate, the law contains a series of pri-
vacy protections long called for by APA
and other mental health advocates. The
law includes an expansion of the scope and
penalties of violations of the federal pri-
vacy and security rules under the Health
Insurance Portability and Accountabil-
ity Act and a reduction in the amount of
the information physicians must reveal to
insurers (see article on page 8).

The other main issue that psychiatrists
visited their congressional representatives

please see Lobby on page 4

Bernstein
Wins APA
Presidency

BY KEN HAUSMAN

APA leader Carol Bernstein, M.D.,

won the nod from her colleagues
to become the Association’s next presi-
dent-elect.

Now in the final months of a two-year
term as APA vice president, Bernstein will
take over as president-elect at the close of
APA’s 2009 annual meeting in San Fran-
cisco on May 21.

The president-elect race was one of sev-
eral three-way contests this year and the
only one in which the victor received a
majority on the first vote, thus avoiding
the need to proceed through APA’s pref-
erential voting process. Bernstein won
50.5 percent of the vote, outpolling Roger
Peele, M.D., who received 29.6 percent of
the vote, and Michael Blumenfield, M.D.,
who garnered 19.9 percent of the vote.

Bernstein previously served as APA
treasurer, chair of the Committee on Grad-
uate Medical Education, and an Assembly
representative from the New York County
District Branch. She is an associate pro-
fessor of psychiatry and associate dean for
graduate medical education at New York
University School of Medicine.

Bernstein said that she is “proud and
thrilled to have this extraordinary oppor-
tunity to represent psychiatry at such an
exciting time, especially since President
Obama has made health care reform a
major priority for the nation.”

She noted that Obama is the first presi-
dentin decades who has reached out to the
mental health community for its input on
how to improve the health care system.
“And with the new parity law in place,”
she added, “mental health disorders will
be considered on an equal basis with all
other medical illnesses.”

As for the challenges facing APA in the
next several years, Bernstein said that the
Association is “struggling with its relevance
to the next generation of psychiatrists,” who
have different expectations for their work

please see Election Results on page 30
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Drug Companies See Big Profits
In Online Social Media Advertising

As the focus of pharmaceutical marketing shifts from TV to the Internet,
physicians should be prepared to respond to patients who begin a ques-
tion with, “Doctor, | saw videos about this drug on YouTube ...”

onsumers may still see a

barrage of ads featuring

healthy, happy people and

pronouncements of “Ask

your doctor about” pre-
scription so-and-so on television, but
pharmaceutical marketing is quietly mov-
ing its investment out of this medium.
Companies are dipping their toes into
the bustling Internet, trying to gain a
foothold in the rapidly expanding online
social media.

In February, Sanofi-Aventis launched a
YouTube channel, “Go Insulin,” consist-
ing of informational videos and patients’
personal testimonials about type 2 diabe-
tes and insulin treatment, but it does not
provide direct promotional content for
the insulin products the company man-
ufactures. AstraZeneca has also launched
a YouTube channel, titled “My Asthma
Story,” to promote its asthma drug with
videos and patient testimonials. Interest-
ingly, neither companies’ names are fea-
tured prominently on these video Web
sites. The AstraZeneca site was identified
as only “Brought to you by the maker of
Symbicort.”

These YouTube-based marketing
campaigns followed those of several
other companies, including Johnson and
Johnson and GlaxoSmithKline, which
started their branded channels on You-

Tube in 2008.

Important Annual Meeting

Announcements

)) Register Now for APA’s 2009 Annual Meeting and Take

Advantage of Advance Fees!

Meeting and hotel information, including rates and hotel
descriptions and course information, can be accessed on
APA’s Web site at <www.psych.org> by clicking on the
2009 annual meeting logo and then “APA Members” under
“Meeting Registration.” San Francisco is a popular city for
APA members, so you are advised to act quickly and save
on fees. Advance registration closes April 10.

)) Look for Annual Meeting Information Online

BY JUN YAN

YouTube is far from the only forum for
online direct-to-consumer (DTC) adver-
tising. Companies have long used product-
specific Web sites to disseminate informa-
tion about specific medications and devices
to consumers and health care profession-
als. However, online social networks such
as YouTube, FaceBook, and MySpace are
drastically changing the ways people and
groups connect with each other. Messages
are transmitted laterally through the Web,
rather than vertically, from the originator
to the end user, and rely heavily on word of
mouth for a successful message campaign.

In recent years television D'T'C adver-
tisements have been accused of false rep-
resentation and have drawn increasing
criticism from lawmakers and consumer-
advocacy groups (Psychiatric News, Janu-
ary 16). Even industry insiders began to
question the viability of traditional DTC
marketing.

The online media provide a far less
expensive, more flexible, and more inter-
active playing field for marketers than do
broadcast television and other traditional
media. For example, YouTube channels
can encourage patients to submit their
own testimonial videos that cost nothing
to produce and appear authentic. These
advantages make online multimedia
advertisements attractive to manufactur-
ers at a time when D'T'C marketing bud-

please see Advertising on page 29
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packet; instead, the information and registration and hotel-reservation forms it had
traditionally contained have been posted on APA’s Web site. Access information
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~from the president

Our Debt to India

Chicago to New Delhi:

15 hours—on a non-
stop flight. I represented
APA at the annual meet-
ing of the Indian Psychi-
atric Society in January. I
came from a country rich
in resources and personnel
to a country rich in tradi-
tion and family. There are
38,000 members of APA;
there are 4,000 psychia-
trists in India—to care for a population of
over a billion. Clearly, mental health care
is provided by primary care physicians,
nurses, and lay therapists as well as psy-
chiatrists, and families are crucial partici-
pantsin care; some inpatient units are set up
with the expectation thatatleast one family
member will live in with the patient.

The Indian Psychiatric Society meet-
ing was in Agra, home of the Taj Mahal.
Also in Agra is the 700-bed Institute of
Mental Health and Hospital, which was
founded over a hundred years ago. At this
institute, the late psychiatrist Professor
K.C. Dube was the Indian investigator in a
WHO multinational study of schizophre-
nia and opened the hospital’s locked wards
in the “Agra Experiment.” At this year’s
meeting, his son and APA member Sanjay
Dube, M.D., of Indianapolis delivered the
K.C. Dube Memorial Oration, pointing
out that many important medical discov-
eries, like penicillin, were made by some-
one who was alert and open-minded and
followed up an unexpected finding.

The four-day meeting in Agra offered
sessions on the same array of topics as
APA’s meeting: from imaging to CBT and
spirituality. Many of our Indo-American
colleagues come from the United States
and Canada for the meeting each year.
They stay connected to friends, family,
and colleagues in India and contribute to
clinics and schools.

One Indian couple asked my advice
abouta planned trip to the United States.
was about to tell them that they could visit
historic sites going back more than 300
years when I remembered that Indian his-
tory goes back 3,000 years. American cloth-
ing styles can change drastically from year
to year; women in India have worn saris
for centuries. They treasure saris handed
down from their mothers and grandmoth-
ers. I wish I felt comfortable in asari. Those
five yards of fabric are easy to pack and,
once expertly wound and draped, attrac-
tive on women of every shape. One tradi-
tion sees the world as a constant; the other
expects constant change and “progress.”
wonder how those world views affect psy-
chiatric patients and practice. Would the
Indian tradition make people more likely
to accept symptoms as just a part of life
instead of seeking care that could relieve
them? Or would it complement psycho-
therapy by helping patients to accept life’s
inevitable disappointments? Many Ameri-
cans live in nuclear families, far from par-
ents and siblings. Many Indians live with
several generations of their families. No
one has improved on either the sari or the

I t’s a long way from

BY NADA STOTLAND, M.D., M.P.H.

family. Indiaisalso bus-
tling with innovations
in technology, educat-
ing millions of people
who will have oppor-
tunities their ancestors
could not have imag-
ined—opportunities
that move them away
from village families
and into cities. Prog-
ress has its price.

Before I left Chi-
cago, L had seen “Slumdog Millionaire,” an
art-house film that has unexpectedly gar-
nered international acclaim—and eight
Academy Awards. It is a powerful and
moving portrayal of the same extreme
hardships and enormous resiliency that I
saw in India. Despite the title, it is really a
story about the pursuit of love, not the pur-
suit of money, in a country of many land-
scapes and climates, dotted with centu-
ries-old forts and palaces, and a wealth of
traditional and stunning craftsmanship.

Our debts to India are both cultural
and professional. As a representative of
APA and a colleague, I enjoyed solici-
tous hospitality from the incoming pres-
ident of the Indian Psychiatric Society,
Dr. Mohan Das, and the president of the
Association of Private Practice Psychia-
trists, Dr. Advesh Sharma—and all our
Indian colleagues. American residency
programs, research laboratories, medi-
cal schools, and patients enjoy the con-
tributions of medical graduates from
India. How can we repay these debts? Our
Indian colleagues are eager to collaborate
with us. Despite our differences, we have
much in common: educating the public,
combating stigma, navigating bureaucra-
cies, and maintaining private practices.
Despite current economic woes, we are
still resource rich. Ask your Indo-Ameri-
can colleagues how we can best share our
American good fortune. W
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No Need to Wander
In Cyberspace!

G et connected by attending the 2009
annual meeting of the American
Association for Technology in Psychia-
try (AATP), which will be held in con-
junction with APA’s 2009 annual meeting
in San Francisco. The AATP meeting is
scheduled for Saturday, May 16, from 7:30
a.m. to 5 p.m. at the Marriott Courtyard
Downtown at 299 Second Street.

The keynote speaker is Gary Small,
M.D., a professor of psychiatry at the
UCLA Semel Institute. He will discuss
the concept of “digital natives” and “digital
immigrants” as described in his recently
published book, iBrain. Professional net-
working, electronic medical records, per-
sonal health records, and security on the
Internet will be reviewed.

More information about the meeting
and online registration can be accessed at
<www.techpsych.org>. B

YELLOWBRICK’S DISTINCTIVE FEATURES INCLUDE:

e Specialization with the developmental
phase of emerging young adulthood

o Real-time immersion in community
roles and responsibilities within an
intensive (40-plus hours a week)
program delivered and directed by
expert, senior professional staff

e Research-based model combining
neuroscience, strength-based approaches,
in-depth psychotherapy and integrative
medicine

e Complete spectrum of levels of care:
Residence, Supported Apartment, 10P

“Yellowhrick employs a unique paradigm-changing model that creates a powerful opportunity for
the diagnostically elusive and difficult to treat young adult.” — Allan Schore, PhD — Neuroscience
Scholar; Faculty, UCLA, David Geffen School of Medicine, Editor, Norton Series on Interpersonal Neurobiology

Emerging Adult Assessment Center:

Yellowbrick’s senior clinicians facilitate a creative and interactive process that identifies factors
contributing to the origins and maintenance of mental iliness. The evaluation elicits strengths,
talents and areas of authentic motivation that fuel the momentum for change. We provide a use-
ful written report of findings and specific recommendations.

“Yellowbrick’s senior clinicians have created an unparalleled, comprehensive and integrated
assessment process that provides meaningful understanding and practical guidance.”—
Prudence Gourguechon, MD President, American Psychoanalytic Association

The Residence:

Provides a community of peers and 24/7 skilled staff assistance as a developmental platform
that supports acquiring the tools and essential life skills for independence. It also includes the
Life Strategies Program, in-depth individual psychotherapy, and family programs. Specialty ser-
vices for eating disorders, substance abuse, non-verbal learning disabilities and trauma recovery.

The Life Strategies Program:

Customized (10 to 40 hours a week) group program enhancing motivation, education/career
planning, self-regulation, interpersonal functioning, cognitive processing and creative expression
with specialized services for eating disorders, substance abuse and individuals with a history of
trauma. Home visit skilled support is available for emerging adults living on campus or
independent apartment.

FIND YOUR WAY HOME
Jesse Viner, MD
Medical Director
www.yellowbrickprogram.com
866.364.2300, x 233

1560 Sherman Avenue, Suite 400
Evanston, lllinois 60201

An in-depth, case-based review, with current, -
relevant, and condensed information needed to ®
pass certification (written and oral), recertification,
and maintenance of certification exams.

THE

OAKSTONE

INSTITUTE

2009
PSYCHIATRY
REVIEW
COURSE

April 30-May 03, 2009
d Marriott Century Center, Atlanta, GA

ﬂeaturing Expert Faculty from

Oakstone Institute’s 2009 Psychiatry Review Course L9 = LY T
is a complete System that includes these extra-value I\Eligl?n%nl::“ﬁgﬁg&wg dl:(r;“a“esrgs;;]tgoﬁf
features (included with your course fee): and ’Van derbilt University. ’
e Pre and post course exams to gauge progress John Koutras, MD
e Digital audience response system used throughout Donald Goff, MD
review to promote interactive learning and participation Karen Drexler, MD
* Pre and post conference webinars to enhance and J. David Moore, MD
reinforce key learning objectives Kerry Ressler, MD
e Live mock oral examinations with standardized James Walker, PhD
patients for observation James Boyd, MD
o Meet the Faculty reception offers a smaller, \ Clifford Singer, MD )

informal learning opportunity

 Two month access to a teaching blog hosted
by Dr. Koutras, which provides additional coaching
and advice as well as the opportunity to interact
with other attendees before and after the conference
(begins April 1)

o A maximum of 33 AMA PRA Category 1 Credits™

For more information:
www.cmeonly.com/PS2009
Call 1-800-633-4743

*10% for two to four attendees,
15% for five or more attendees.

Discount is applicable only on tuition fees.
9PSRO1
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EJ Benjamin Liptzin, M.D., discusses advocacy plans in one of the APA Advocacy Day

events with psychiatrist Yael Dvir, M.D. [FJ Scott Keefer, J.D. (center), vice president of Policy
Development at America’s Health Insurance Plans, discusses the outlook for federal health care
reform with panelists Eric Goplerud, Ph.D., director of Ensuring Solutions to Alcohol Problems
at George Washington University Medical Center in Washington, D.C., and APA President Nada
Stotland, M.D., M.PH. [EJ Rep. Joe Wilson (R-S.C.) discusses mental health care with (from left)
Deborah Cross, M.D., Adrian Buckner, M.D., and Eric Williams, M.D. ] Former Oregon Sen.
Gordon Smith (left), a longtime mental health advocate, discusses federal health care policies
with John Wernert Il M.D., chair of the Board of Directors of APAPAC. [EJ Rep. Bill Foster (D-IIL.,

left) speaks with Louis Kraus, M.D.

Lobby

continued from page 1

to discuss was the need for careful over-
sight of the regulations that federal health
officials promulgate to implement the
Paul Wellstone and Pete Domenici Men-
tal Health Parity and Addiction Equity Act
of 2008 (PL 110-343). This milestone law
requires health insurance plans that offer
mental health benefits to provide cover-
age for treatment of mental illness on the
same terms as for other medical and sur-
gical care.

Some employers have indicated that
substantial time will be needed to imple-
ment the parity requirements in their
insurance plans. Thus, APA has been
urging the departments of Health and
Human Services and the Treasury—the
two departments charged with imple-
menting the law—to quickly release to
the public the regulations under consid-
eration. For most insurance plans, the law
requires parity benefits to be effective by
January 2010.

Kenison Roy III, M.D., of Metairie,
La., told Psychiatric News that he planned to
urge members of Congress and staff mem-
bers whom he visited to consider broaden-
ing the parity mandate to encompass all of
the public sector, including military health
care systems, and “nurture it through any
health care reform.” The Federal Employ-
ees Health Benefits Program already has
parity coverage for mental illness.

The enactment of mental health parity
and the reduction of the Medicare copay for
outpatient mental health services to 20 per-
cent were major accomplishments this past
year, and APA leaders are urging Congress
and the Obama administration to ensure
that psychiatric care is covered on an equal
basis with other types of care under any
proposals to reform health care.

The APA members who met with mem-
bers of Congress disseminated APA’s Prin-
ciples for Health Care Reform for Psy-
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chiatry, which were approved by APA’s
Assembly and Board of Trustees late last
year. One principle, for example, states that
Americans with psychiatric symptoms have
the right to comprehensive evaluation and
an accurate diagnosis leading to an appro-
priate, individualized plan of treatment.

The need for psychiatric health care to
be included as a part of basic health care
was repeated often by APA members dur-
ing Advocacy Day.

“We know that health care reform is a
primary focus of the Obama administra-
tion, so we need to make sure parity is pro-
tected within that,” APA President Nada
Stotland, M.D., M.P.H., said in opening
remarks to the psychiatrists participating
in the Advocacy Day events. “By being
here this week, you are the front line of
psychiatry’s advocacy effort.”

The psychiatrists also were encour-
aged by a former Senate champion, Gor-
don Smith. Smith, who was defeated in a
reelection bid last November as a senator
from Oregon, was a staunch APA ally and
sponsor of the 2004 suicide-prevention
law named after his son who had taken
his own life.

“Your job is to make sure that mental
health is not put on the back burner” as
some money-saving measure in health care
reform proposals, Smith said.

Smith urged psychiatrists to seek sup-
port from their long-time advocates, as
well as from some members of Congress
who may be more supportive than they
suspect, including Sens. Olympia Snow
(R-Maine), Susan Collins (R-Maine), and
Tom Coburn (R-Okla.).

“Remember that mental health doesn’t
register ‘R” and ‘D, ” Smith said. “Your
issue doesn’t have to be partisan.”

John Wernert III, M.D., chair of the
Board of Directors of APAPAC, also
emphasized the need to support the mon-
etary advocacy that provides the access
and relationships APA needs to build with
congressional leaders.

“How important is the PAC? I think it
is pretty evident,” he said about the 2008
passage of parity and the Medicare copay
change that APA had urged for decades.

The text of the American Recovery
and Reinvestment Act can be accessed

at  <http://thomas.loc.gov> by search-

ing on the law number, PL 111-5. APA’s
Principles for Health Care Reform for
Psychiatry are posted at <www.psych.
org/MainMenu/Advocacy Government
Relations/GovernmentRelations/
PrinciplesforHealthcareReformfor
Psychiatric.aspx>. B
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VENLAFAXINE EXTENDED RELEASE TABLETS
OFFER A NEW ALTERNATIVE FOR PATIENTS
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Venlafaxine Extended Release Tablets: the only way to prescribe 225 mg
of extended-release, once-daily venlafaxine HCI in a single tablet’

* Equal doses of venlafaxine HCI| extended-release tablets are bioequivalent to Effexor XR®
(venlafaxine HCI) extended-release capsules when administered under fed conditions*

¢ Venlafaxine Extended Release Tablets are not AB rated to Effexor XR

* A single 225-mg Venlafaxine Extended Release Tablet vs a combination of venlafaxine HCI
extended-release capsules may reduce pill burden for patients taking 225 mg for MDD

« MDD patients should start treatment with 75 mg/day (in some patients, 37.5 mg/day for
4 to 7 days, then increased to 75 mg/day); daily dose can be increased by 75 mg/day at

intervals of >4 days (maximum 225 mg/day)

For more information, call 1.888.299.1053 or visit www.WERTablets.com

*Venlafaxine Extended Release Tablets are not indicated for the treatment of generalized anxiety disorder or

panic disorder.

IMPORTANT SAFETY INFORMATION

WARNING: Suicidality and Antidepressants
See full Prescribing Information for complete boxed warning.

Increased risk of suicidal thinking and behavior has been
reported in children, adolescents and young adults taking
antidepressants for major depressive disorder (MDD) and
other psychiatric disorders. Venlafaxine Extended Release
Tablets are not approved for use in pediatric patients.

Venlafaxine Extended Release Tablets (venlafaxine hydrochloride) are
indicated for the treatment of Major Depressive Disorder (MDD) and Social
Anxiety Disorder (SAD). Efficacy of venlafaxine HCl was shown in both
short-term trials and a longer-term trial in MDD, and in short-term SAD
trials. Venlafaxine Extended Release Tablets are contraindicated in patients
taking monoamine oxidase inhibitors (MAQIs).

All patients should be monitored appropriately and observed closely
for clinical worsening and suicidality, especially at the heginning
of drug therapy, or at the time of increases or decreases in dose. Such
monitoring should include daily observation by families and caregivers
for emergence of agitation, irritability, unusual changes in behavior, or
emergence of suicidality.

Venlafaxine Extended Release Tablets 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 Extended Release Tablets before
starting an MAOL. The development of a potentially life-threatening

serotonin syndrome may occur with Venlafaxine Extended Release
Tablets, particularly if used concomitantly with serotonergic drugs
(including SSRIs, SNRIs, and triptans) or with MAQ inhibitors.

Treatment with venlafaxine hydrochloride is associated with sustained
hypertension in some patients. Regular blood pressure monitoring is
recommended. Mydriasis has been reported in association with
venlafaxine; therefore, patients with raised intraocular pressure or
those at risk of acute narrow-angle glaucoma should be monitored.

Dosing must be individualized according to the patient’s hepatic
and renal function status. Abrupt discontinuation or dose reduction
has heen associated with discontinuation symptoms (generally
self-limiting; serious symptoms possible). A gradual reduction in
the dose rather than abrupt cessation is recommended.

After treatment with venlafaxine hydrochloride, insomnia and
nervousness, activation of mania/hypomania,  symptomatic
hyponatremia, seizures, abnormal bleeding (most commonly
ecchymosis), clinically relevant increases in serum cholesterol,
interstitial lung disease and eosinophilic pneumonia have been
reported. Venlafaxine Extended Release Tablets should be used
cautiously in patients with a history of seizures. Measurement of serum
cholesterol should be considered during long-term treatment. Patients
should be cautioned ahout the risk of bleeding associated with
concomitant use of Venlafaxine Extended Release Tablets and NSAIDs,
aspirin, or other drugs that affect coagulation.

Venlafaxine Extended Release Tablets should be used during
pregnancy and nursing only if clearly needed due to the potential for
serious adverse reactions.
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Extended Release
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376mg 75mg 150mg 225 mg
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Adverse reactions occurring in short-term studies of major depressive
disorder* were abnormal ejaculation, gastrointestinal complaints
(nausea, dry mouth, anorexia), (NS complaints (dizziness,
somnolence, abnormal dreams) and sweating. Adverse reactions
occurring in short-term studies of social anxiety disorder* were
asthenia, gastrointestinal complaints (anorexia, dry mouth, nausea),
(NS complaints (anxiety, insomnia, libido decreased, nervousness,
somnolence, dizziness), abnormalities of sexual function (abnormal
ejaculation, orgasmic dysfunction, impotence), yawn, sweating, and
abnormal vision.

*Occurring in at least 5% of patients receiving venlafaxine extended
release capsules and at a rate at least twice that of placebo.

Please see brief summary of full Prescribing Information,
including complete boxed warning, on adjacent pages.

Reference: 1. Venlafaxine Extended Release Tablets [package insert].
Wilmington, NC: Osmotica Pharmaceutical Corp.; 2008.
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Venlafaxine Extended Release Tablets (venlafaxine hydrochloride)

BRIEF SUMMARY. See package insert for full Prescribing Information. For further product
information and current package insert, please visit www.VERTablets.com or call our medical
communications department toll-free at 1-888-299-1053.

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in short-term studies of Major
Depressive Disorder (MDD) and other psychiatric disorders. Anyone considering the use of
Venlafaxine Extended Release Tablets or any other antidepressant in a child, adolescent,
or young adult must balance this risk with the clinical need. Short-term studies did not
show an increase in the risk of suicidality with antidepressants compared to placebo in
adults beyond age 24; there was a reduction in risk with antidepressants compared to
placebo in adults aged 65 or older. Depression and certain other psychiatric disorders
are th d with i in the risk of suicide. Patients of all ages who
are started on antidepressant therapy should be monitored appropriately and 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. Venlafaxine Extended Release Tablets are not approved for use in pediatric
patients. [See Warnings and Pi ions and Patient C ion in the full
Prescribing Information.]

INDICATIONS AND USAGE: Venlafaxine Extended Release Tablets (venlafaxine hydrochloride) are
indicated for the treatment of major depressive disorder (MDD) and Social Anxiety Disorder (SAD), also
known as Social Phobia, as defined by DSM-IV. Efficacy of venlafaxine in MDD was shown in both
short-term trials and a longer-term trial. Efficacy in SAD was established in short-term trials.
CONTRAINDICATIONS: Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs) [see
Warnings and Precautions, Potential for interaction with Monoamine Oxidase inhibitors]. WARNINGS AND
PRECAUTIONS: Clinical Worsening and Suicide Risk: Patients with MDD, both adult and pediatric,
may experience worsening of their depression and/or the emergence of suicidal ideation and behavior
(suicidality) or unusual changes in behavior, whether or not they are taking antidepressant medications,
and this risk may persist until significant remission occurs. Suicide is a known risk of depression and other
psychiatric disorders, and these disorders themselves are the strongest predictors of suicide. There has
been a long-standing concern, however, that antidepressants may have a role in inducing worsening of
depression and the emergence of suicidality in certain patients during the early phases of treatment.
Pooled analyses of short-term placebo controlled trials of antidepressant drugs (SSRIs and others) showed
that these drugs increase the risk of suicidal thinking and behavior (suicidality) in short-term studies in
children and adolescents and young adults (ages 18-24) with MDD and other psychiatric disorders. Short-
term studies did not show an increase in the risk of suicidality with antidepressants compared to placebo
in adults beyond age 24; there was a reduction with antidepressants compared to placebo in adults aged
65 and older. The pooled analyses of placebo-controlled trials in children and adolescents with MDD,
obsessive-compulsive disorder, or other psychiatric disorders included a total of 24 short-term trials of 9
antidepressant drugs in over 4400 patients. The pooled analyses of placebo-controlled trials in adults with
MDD or other psychiatric disorders included a total of 295 short-term trials (median duration of 2 months)
of 11 antidepressant drugs in over 77,000 patients. There was considerable variation in risk of suicidality
among drugs, but a tendency toward an increase in the younger patients for almost all drugs studied.
There were differences in absolute risk of suicidality across the different indications, with the highest
incidence in MDD. The risk differences (drug vs placebo), however, were relatively stable within age strata
and across indications. No suicides occurred in any of the pediatric trials. There were suicides in the adult
trials, but the number was not sufficient to reach any conclusion about drug effect on suicide. It is
unknown whether the suicidality risk extends to longer-term use, i.e., beyond several months. However,
there is substantial evidence from placebo-controlled maintenance trials in adults with depression that the
use of antidepressants can delay the recurrence of depression. All patients being treated with
antldepressams for any indication should be i approprlately and observed closely for
clinical worsening, suicidality, and unusual in durlng the initial
few months of a course of drug therapy, or at times of dose changes, enher increases or
decreases. The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been
reported in adult and pediatric patients being treated with antidepressants for MDD as well as for other
indications, both psychiatric and nonpsychiatric. Although a causal link between the emergence of such
symptoms and either the worsening of depression and/or the emergence of suicidal impulses has not
been established, there is concern that such symptoms may represent precursors to emerging suicidality.
Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the
medication, in patients whose depression is persistently worse, or who are experiencing emergent
suicidality or symptoms that might be precursors to worsening depression or suicidality, especially if these
symptoms are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. If the
decision has been made to discontinue treatment, medication should be tapered, as rapidly as is feasible,
but with recognition that abrupt discontinuation can be associated with certain symptoms [see Dosage
and Administration (2.5) and Warnings and Precautions (5.7) in the full prescribing information for a
descnpt/on of the risks of discontinuation of Venlafaxine Extended-Release Tablets). Families and
careglvers of patients belng treated with antidepressants for MDD or other indications, both
psy ic and psy ic, should be alerted about the need to monitor patients for the
emergence of agitation, irritability, unusual changes in behavior, and the other symptoms
described 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 Venlafaxine Extended Release Tablets should be written for
the smallest quantity of tablets conswstem with good pahent management, in order to reduce the risk of
overdose. Potential for | With Inhibitors: Adverse reactions,
some serious, have been repnned in patients who recently discontinued an MAOI and staned
on venlafaxme ide, or who y i venlafaxine hydrochlorlde prior to
initiation of an MAOI These i tremor, my , nausea,
vomiting, ﬂushmg, dizziness, hyperthermia with features resembling neurolephc mallgnant
syndrome, seizures, and death. Venlafaxine Extended Release Tablets 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 hydrochloride before starting an
MAOI. A major depressive episode may be the initial presentation of bipolar disorder. It is generally
believed (though not established in controlled trials) that treating such an episode with an antidepressant
alone may increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar
disorder. Whether any of the symptoms described above represent such a conversion is unknown.
However, prior to initiating treatment with an antidepressant, patients with depressive symptoms should
be adequately screened to determine if they are at risk for bipolar disorder. It should be noted that
Venlafaxine Extended Release Tablets are not approved for use in treating bipolar depression. Serotonin
Syndrome: The development of potentially life-threatening serotonin syndrome may occur with
Venlafaxine Extended Release Tablets treatment, particularly with (1) concomitant use of serotonergic
drugs and (2) drugs that impair metabolism of serotonin [see WARNINGS AND PRECAUTIONS in full
Prescribing Information]. If concomitant treatment of Venlafaxine Extended Release Tablets treatment,
particularly with concomitant use of serotonergic drugs (including SSRIs, SNRIs and triptans) and with
drugs that impair metabolism of serotonin (including MAQIs). The concomitant use of Venlafaxine Extended
Release Tablets with MAQIs is contraindicated [see Contraindications (4) and Warnings and Precautions
(5.2)). If concomitant treatment of Venlafaxine Extended Release Tablets with an SSRI, an SNRI, or a
5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the patient is
advised, particularly during treatment initiation and dose increases. The concomitant use of Venlafaxine
Extended Release Tablets with serotonin precursors (such as tryptophan supplements) is not recommended.
Sustained Hypertension: Venlafaxine hydrochloride is associated with sustained dose-related increases
in blood pressure (BP) in some patients. Sustained BP increases could have adverse consequences.
Postmarketing cases of elevated BP requiring immediate treatment have been reported. Caution should be
exercised in treating patients with pre-existing hypertension or other underlying conditions that might be
compromised by BP increases. Preexisting hypertension should be controlled before Venlafaxine Extended
Release Tablets therapy is initiated. It is recommended that patients receiving Venlafaxine Extended
Release Tablets have regular monitoring of BP. For patients experiencing sustained increase in BP, either
dose reduction or discontinuation should be considered. Elevations in Systolic and Diastolic Blood
Pressure (SBP, DBP): In placebo-controlled premarketing studies, there were changes in mean BP. In
most indications, a dose-related increase in SBP and DBP was evident. Across all trials, 1.4% of patients
receiving extended-release venlaxafine hydrochloride experienced a =15 mm Hg increase in supine DBP
with BP =105 mm Hg, compared to 0.9% of patients in the placebo groups. One percent of patients
receiving venlaxafine hydrochloride experienced a =20 mm Hg increase in supine SBP with BP =180
mm Hg compared to 0.3% of patients in the placebo groups. Mydriasis: Mydriasis has been reported in
association with venlafaxine hydrochloride; patients with raised intraocular pressure or patients at risk for
acute narrow-angle glaucoma should be monitored. Discontinuation of Treatment with Venlafaxine
Extended Release Tablets: Discontinuation symptoms have been systematically evaluated in patients
taking venlafaxine, to include prospective analyses of clinical trials and retrospective surveys of trials in
MDD and SAD. Abrupt discontinuation or dose reduction of venlafaxine at various doses has been
associated with the appearance of new symptoms, the frequency of which increased with increased dose
level and longer duration of treatment. Reported symptoms include agitation, anorexia, anxiety, confusion,
impaired coordination and balance, diarrhea, dizziness, dry mouth, dysphoric mood, fasciculation, fatigue,
headaches, hypomania, insomnia, nausea, nervousness, nightmares, sensory disturbances (including
shock-like electrical sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting. During
marketing of venlafaxine hydrochloride extended-release capsules, other SNRIs, and SSRIs, there have
been spontaneous reports of adverse reactions occurring upon discontinuation of these drugs, particularly
when abrupt, including the following: dysphoric mood, irritability, agitation, dizziness, sensory disturbances
(e.g., paresthesias), anxiety, confusion, headache, lethargy, emotional lability, insomnia, hypomania,
tinnitus, and seizures. While these reactions are generally self-limiting, there have been reports of serious
discontinuation symptoms. Patients should be monitored for these symptoms when discontinuing
treatment. A gradual reduction in the dose rather than abrupt cessation is recommended whenever
possible. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of
treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physician
may continue decreasing the dose but at a more gradual rate [see Dosage and Administration (2.4) in full
prescribing information]. Insomnia and Nervousness: Treatment-emergent insomnia and nervousness
were more commonly reported for patients treated with venlafaxine hydrochloride extended-release
capsules than with placebo in pooled analyses of short-term MDD and other clinical studies, as shown in
Table 5 in the full prescribing information. Changes in Weight: In some placebo-controlled trials in MDD,
4% of the patients treated with venlafaxine hydrochloride extended-release capsules and 1% of the
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placebo-treated patients sustained a loss of 7% or more of body weight during up to 6 months of
treatment. The safety and efficacy of venlafaxine therapy in combination with weight loss agents have not
been established. Co-administration of Venlafaxine Extended Release Tablets and weight loss agents is not
recommended. Venlafaxine Extended Release Tablets are not indicated for weight loss alone or in
combination with other products. Changes in Height: Pediatric Patients: In the six-month, open-label
MDD study, children and adolescents had height increases that were less than expected based on data
from age- and sex-matched peers. The difference between observed growth rates 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 patients treated with
venlafaxine hydrochloride extended-release capsules than for placebo-treated patients in the pool of
short-term, double-blind, placebo-controlled MDD (8% vs 4%) and SAD (20% vs 2%) studies. Pediatric
Patients: In placebo-controlled trials in MDD and another disorder, 10% of patients aged 6-17 treated with
venlafaxine hydrochloride extended-release capsules for up to eight weeks and 3% of patients treated
with placebo reported treatment-emergent anorexia. Activation of Mania/Hypomania: Mania or
hypomania occurred during MDD studies in 0.3% of patients treated with extended release venlafaxine
compared with 0% of placebo patients. With immediate release venlafaxine, the rate was 0.5% compared
with 0% of placebo patients. No reports of mania or hypomania were reported in trials with SAD. As with
all drugs effective in the treatment of MDD, Venlafaxine Extended Release Tablets should be used
cautiously in patients with a history of mania. Hyponatremia: Hyponatremia may occur as a result of
treatment with SSRIs and SNRIs, including Venlafaxine Extended Release Tablets. In many cases, this
hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hormone secretion
(SIADH). Cases with serum sodium lower than 110 mmol/L have been reported. Elderly patients may be at
greater risk of developing hyponatremia with SSRIs and SNRIs. Also, patients taking diuretics or who are
otherwise volumes depleted may be at greater risk [see Use in Specific Populations (8.5) in full prescribing
information). Discontinuation of Venlafaxine Extended Release Tablets should be considered in patients
with symptomatic hyponatremia, and appropriate medical intervention should be instituted. Seizures: In
all premarketing venlafaxine hydrochloride MDD ftrials, seizures were reported in 0.3% of venlafaxine
hydrochloride-treated patients. Venlafaxine Extended Release Tablets should be used cautiously in patients
with a history of seizures and should be discontinued in any patient who develops seizures. Abnormal
Bleeding: SSRIs and SNRIs, including Venlafaxine Extended Release Tablets, may increase the risk of
bleeding events. Concomitant use of aspirin, nonsteroidal anti-inflammatory drugs (NSAIDs), warfarin, and
other anticoagulants may add to this risk. Bleeding events related to SSRIs and SNRIs use have ranged
from ecchymoses, hematomas, epistaxis, and petechiae to life-threatening hemorrhages. Patients should
be cautioned about the risk of bleeding associated with the concomitant use of Venlafaxine Extended
Release Tablets and other drugs that affect coagulation. Serum Cholesterol Elevation: Clinically
relevant increases in serum cholesterol were recorded in 5.3% of venlafaxine hydrochloride-treated
patients and 0.0% of patients receiving placebo for at least 3 months in trials. Measurement of serum
cholesterol levels should be considered during long-term treatment. Interstitial Lung Disease and
Eosinophilic Pneumonia: Interstitial lung disease and eosinophilic pneumonia associated with
venlafaxine therapy have been rarely reported. The possibility of these adverse reactions should be
considered in venlafaxine-treated patients who present with progressive dyspnea, cough, or chest
discomfort. Such patients should undergo prompt medical evaluation, and discontinuation of venlafaxine
therapy should be considered. Use in Patients with Heart Disease: Premarketing experience with
venlafaxine in patients with concomitant systemic illness is limited. Caution is advised in administering
Venlafaxine Extended Release Tablets to patients with diseases or conditions that could affect hemodynamic
responses. Venlafaxine 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
systematically excluded from many clinical studies during venlafaxine’s premarketing testing. As increases
in heart rate (mean increase of 4 beats per minute in MDD trials and 5 beats per minute in SAD trials) were
observed, caution should be exercised in patients whose underlying medical conditions might be
compromised by increases in heart rate (e.g., patients with hyperthyroidism, heart failure, or recent
myocardial infarction). ADVERSE REACTIONS: Clinical Studies Experience: Short-Term, Placebo-
Controlled Trials: Adverse Events Leading to Discontinuation of Treatment: Approximately 11% of
the 357 patients who received venlafaxine hydrochloride extended-release capsules in MDD trials
discontinued treatment due to an adverse reaction (vs 6% of the 285 placebo-treated patients). Adverse
reactions that led to treatment discontinuation in at least 2% of drug-treated patients were nausea,
dizziness and somnolence. Approximately 17% of the 277 patients in SAD trials who received venlaxafine
hydrochloride extended-release capsules discontinued treatment due to an adverse reaction (vs 5% of the
274 placebo-treated patients). Adverse reactions that led to treatment discontinuation in at least 2% of
drug-treated patients were nausea, insomnia, impotence, headache, dizziness and somnolence. Adverse
Events Occurring at an Incidence of 5% or More: Major Depressive Disorder: Note in particular the
following adverse reactions that occurred in at least 5% of the patients receiving venlafaxine hydrochloride
extended-release capsules and at a rate at least twice that of the placebo group for all placebo-controlled
trials for the MDD indication (see Table 6): Abnormal ejaculation, gastrointestinal complaints (nausea, dry
mouth, and anorexia), CNS complaints (dizziness, somnolence, and abnormal dreams), and sweating. In
the two U.S. placebo-controlled trials, the following additional reactions occurred in at least 5% of patients
treated with venlafaxine hydrochloride extended-release capsules (n = 192) and at a rate at least twice
that of the placebo group: Abnormalities of sexual function (impotence in men, anorgasmia in women, and
libido decreased), gastrointestinal complaints (constipation and flatulence), CNS complaints (insomnia,
nervousness, and tremor), problems of special senses (abnormal vision), cardiovascular effects
(hypertension and vasodilatation), and yawning. Social Anxiety Disorder: Note in particular the following
adverse reactions that occurred in at least 5% of the patients receiving venlafaxine hydrochloride
extended-release capsules and at a rate at least twice that of the placebo group for the 2 placebo-
controlled trials for the SAD indication (see Table 7): Asthenia, gastrointestinal complaints (anorexia,
constipation, dry mouth, nausea), CNS complaints (dizziness, insomnia, libido decreased, nervousness,
somnolence), abnormalities of sexual function (abnormal ejaculation, impotence, libido decreased,
orgasmic dysfunction), yawn, sweating, and abnormal vision. Adverse Events Occurring at an
Incidence of 2% or More: MDD and SAD trials included patients receiving venlafaxine hydrochloride
extended-release capsules in doses ranging from 75 mg to 225 mg/day for up to 12 weeks. The prescriber
should be aware that the following adverse reactions figures cannot be used to predict the incidence of
adverse reactions in the course of usual medical practice. 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 nondrug factors to adverse reaction incidence rate in the
population studied. [See TABLE 6 in full Prescribing Information.] TABLE 6: Treatment Emergent
Adverse Reactlon Incldence in Short-Term Placebo-Controlled Clinical Trials with Venlafaxine

ide C les in Patients with Major Depressive Disorder. This
table reports adverse events that occurred in 2% or more of patients treated with venlafaxine hydrochloride
extended-release capsules where the incidence in patients treated with venlafaxine hydrochloride
extended-release capsules (n=357) was greater than the incidence for the respective placebo-treated
patients (n=285). For each adverse reaction, the incidence of reactions in the drug-treated patients is
listed before the incidence in placebo-treated patients. Body as a Whole: Asthenia (8% and 7%).
Cardiovascular System: Vasodilation (4% and 2%); Hypertension (4% and 1%). Digestive System:
Nausea (31% and 7%); Constipation (8% and 5%); Anorexia (8% and 4%); Vomiting (4% and 2%);
Flatulence (4% and 3%). Metabolic/Nutritional: Weight Loss (3% and 0%). Nervous System: Dizziness
(20% and 9%); Somnolence (17% and 8%) Insomnia (17% and 11%); Dry mouth (12% and 6%);
Nervousness (10% and 5%); Abnormal Dreams (7% and 2%); Tremor (5% and 2%); Depression (3% and
<1%); Paresthesia (3% and 1%); Libido Decreased (3% and <1%); Agitation (3% and 1%). Respiratory
System: Pharyngitis (7% and 6%); Yawn (3% and 0%). Skin: Sweating (14% and 3%). Special Senses:
Abnormal vision (4% and <1%). Urogenital System: Abnormal ejaculation (16% and <1%); Impotence
(4% and <1%); Female anorgasmla (3% and <1 %). [See TABLE 7 in full Prescribing Information]. TABLE
7: T Emergent Ad | in Short-Term Placebo-Controlled Clinical
Trials with Venlafaxine Hydrochloride Extended-Release Capsules in Patients with Social
Anxiety Disorder. This table reports adverse events that occurred in 2% or more of patients treated with
venlafaxine hydrochloride extended-release capsules where the incidence in patients treated with
venlafaxine hydrochloride extended-release capsules (n=277) was greater than the incidence for the
respective placebo-treated patients (n=274). For each adverse reaction, the incidence of reactions in the
drug-treated patients is listed before the incidence in placebo-treated patients. Body as a Whole:
Headache (34% and 33%); Asthenia (17% and 8%); Flu Syndrome (6% and 5%); Accidental Injury (5%
and 3%); Abdominal Pain (4% and 3%). Cardiovascular System: Hypertension (5% and 4%);
Vasodilation (3% and 1%); Palpitation (3% and 1%). Digestive System: Nausea (29% and 9%); Anorexia
(20% and 1%); Constipation (8% and 4%); Diarrhea (6% and 5%); Vomiting (3% and 2%); Eructation (2%
and 0%). Metabolic/Nutritional: Weight Loss (4% and 0%). Nervous System: Insomnia (23% and 7%);
Dry mouth (17% and 4%); Dizziness (16% and 8%); Somnolence (16% and 8%); Nervousness (11% and
3%); Libido Decreased (9% and <1%); Anxiety (5% and 3%); Agitation (4% and 1%); Tremor (4% and
<1%); Abnormal Dreams (4% and <1%); Paresthesia (3% and <1%); Twitching (2% and 0%).
Respiratory System: Yawn (5% and <1%); Sinusitis (2% and 1%) Skin: Sweating (13% and 2%).
Special Senses: Abnormal vision (6% and 3%). Urogenital System: Abnormal ejaculation (16% and
1%); Impotence (10% and 1%); Female Orgasmic Dysfunction (8% and 0%). Vital Sign Changes:
Venlafaxine hydrochloride was associated with @ mean increase in pulse rate of 4 beats/min in SAD trials.
In premarketing trials, the mean change from baseline heart rate for patients treated with extended-
release venlafaxine hydrochloride in MDD and SAD trials was 4 beats-per-minute and 5 beats-per-minute,
respectively. In a flexible-dose study with doses ranging from 200 mg to 375 mg/day, patients receiving
extended-release venlafaxine hydrochloride had a mean increase in heart rate of 8.5 beats-per-minute
[see WARNINGS AND PRECAUTIONS in full Prescribing Information for effects on heart rate and blood
pressure]. Laboratory Changes: Clinically relevant increases in serum cholesterol were noted in
venlafaxine hydrochloride clinical trials. Increases were duration dependent over the study period and
tended to be greater with higher doses. ECG Changes: In a flexible-dose MDD study with doses of
venlafaxine hydrochloride immediate-release tablets in the range of 200 to 375 mg/day and mean dose
greater than 300 mg/day, the mean change in heart rate was 8.5 beats per minute compared with 1.7
beats per minute for placebo. [See Warnings and Precautions (5.17)). POSTMARKETING EXPERIENCE:
Voluntary reports of other adverse reactions temporally associated with the use of venlafaxine have been
received since market introduction. Because these reactions have been reported from a population of
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship
to drug exposure. These reports include the following reactions: agranulocytosis, anaphylaxis, aplastic
anemia, catatonia, congenital anomalies, impaired coordination and balance, 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 torsade de pointes; epidermal necrolysis/Stevens-
Johnson syndrome, erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive
dyskinesia), angle-closure glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic
reactions (including GGT elevation; abnormalities of unspecified liver function tests; liver damage,
necrosis, or failure; and fatty liver), interstitial lung disease, involuntary movements, LDH increased,
neuroleptic malignant syndrome-like reactions (including a case of a 10-year-old who may have been

taking methylphenidate, was treated and recovered), neutropenia, night sweats, pancreatitis, pancytopenia,
panic, prolactin increased, renal failure, rhabdomyolysis, serotonin syndrome, shock-like electrical
sensations or tinnitus (in some cases, subsequent to the discontinuation of venlafaxine or tapering of
dose), and syndrome of inappropriate antidiuretic hormone secretion (usually in the elderly). DRUG
INTERACTIONS: Alcohol: The effect of alcohol on plasma levels of Venlafaxine Extended Release Tablets
is not known. Cimetidine: Use caution when administering venlafaxine hydrochloride with cimetidine to
patients with preexisting hypertension or hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine hydrochloride (150 mg/day) or its major
active metabolite, 0-desmethylvenlafaxine (ODV). Venlafaxine hydrochloride 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 hydrochloride (150 mg/day) decreased total oral-
dose clearance of haloperidol, resulting in a 70% increase in haloperidol AUC. The haloperidol C,,,
increased 88%, but the haloperidol elimination t,,, was unchanged. Lithium: A single dose of lithium (600
mg) did not appear to affect the PK of either venlafaxine hydrochloride (150 mg/day) or ODV. Venlafaxine
hydrochloride had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins: Venlafaxine
hydrochloride is not highly bound to plasma proteins; coadministration of Venlafaxine Extended Release
Tablets and a highly protein-bound drug should not cause increased free concentrations of the other drug.
Drugs That Inhibit Cytochrome P450 Isoenzymes: CYP2D6 and CYP3A4 Inhibitors: Venlafaxine
hydrochloride is metabolized to ODV by CYP2D6. Drugs inhibiting this isoenzyme have the potential to
increase plasma concentrations of venlafaxine hydrochloride and decrease those of ODV. Because
venlafaxine hydrochloride and ODV are approximately equiactive and equipotent, no dosage adjustment is
required when venlafaxine hydrochloride is coadministered with a CYP2D6 inhibitor. Pharmacokinetic
studies with ketoconazole in both poor and extensive metabolizers of CYP2D6 resulted in higher plasma
concentrations and AUCs of both venlafaxine hydrochloride and ODV in most subjects following
administration of ketoconazole. Concomitant use of CYP3A4 inhibitors and venlafaxine hydrochloride may
increase levels of both venlafaxine hydrochloride and ODV. Use caution if Iherapy includes venlafaxine
hydrochloride and any CYP3A4 inhibitor. Drugs Metaboli y P450 |
Venlafaxine hydrochloride is a relatively weak inhibitor of CYP2D6 in vitro. Imipramine: Venlafaxine
hydrochloride did not affect the PK of imipramine or 2-OH-imipramine. However, desipramine AUC, G\,
and C,,, increased by about 35% in the presence of venlafaxine hydrochloride. The 2-OH-desipramine
AUCs increased by 2.5 to 4.5 fold (with venlafaxine hydrochloride doses of up to 75 mg q 12h). The clinical
significance of elevated 2-OH-desipramine is unknown. Imipramine did not affect the PK of venlafaxine
hydrochloride and ODV. Metoprolol: Venlafaxine hydrochloride (50 mg q 8h for 5 days) appeared to reduce
the blood-lowering effect of metoprolol (100 mg q 24h for 5 days) in one study. Caution should be
exercised when these drugs are given together. Risperidone: Venlafaxine hydrochloride (150 mg/day)
slightly inhibited metabolism of a single 1-mg dose of risperidone, resulting in an about 32% increase in
risperidone AUC. Venlafaxine hydrochloride coadministration did not significantly alter the PK profile of the
total active moiety (risperidone plus its metabolite  9-hydroxyrisperidone). CYP3A4: Venlafaxine
hydrochloride did not inhibit CYP3A4 in vitro or in vivo. Indinavir: In healthy volunteers, venlafaxine
hydrochloride (150 mg/day) resulted in a 28% decrease in the AUC of a single dose of a single 800-mg
dose of indinavir and a 36% decrease in indinavir C,,. Indinavir did not affect the PK of venlafaxine
hydrochloride and ODV. CYP1A2: Venlafaxine hydrochloride did not inhibit CYP1A2 in vitro or in vivo.
CYP2C9: Venlafaxine hydrochloride did not inhibit CYP2C9 in vitro. In vivo, venlafaxine hydrochloride 75
mg (75 mg q 12h) did not alter the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated
formation of 4-OH-tolbutamide. CYP2C19: Venlafaxine hydrochloride did not inhibit the metabolism of
diazepam, which is partially metabolized by CYP2C19 (see Diazepam above). MAOIs: [See
CONTRAINDICATIONS and WARNINGS AND PRECAUTIONS in full Prescribing Information.] Other CNS-
Active Drugs: Caution is advised if there is concomitant use of venlafaxine and other CNS-active drugs.
Serotonergic Drugs and Triptans: Based on the mechanism of action of Venlafaxine Extended Release
Tablets and the potential for serotonin syndrome, caution is advised when Venlafaxine Extended Release
Tablets are coadministered with other drugs that may affect the serotonergic neurotransmitter systems,
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Venlafaxine Extended Release Tablets with tryptophan supplements is not recommended [see WARNINGS
AND PRECAUTIONS in full Prescribing Information]. There have been rare postmarketing reports of
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risk. Increases in prothrombin time (PT), partial thromboplastin time (PTT), or INR have been reported when
venlafaxine hydrochloride was given to patients on warfarin therapy. Patients on warfarin should be
carefully monitored when Venlafaxine Extended Release Tablets are begun or discontinued.
Electroconvulsive Therapy: There is no clinical data establishing the benefit of electroconvulsive
Iherapy combined with Venlafaxine Hydrochloride Extended Release Tablets. Postmarketing
Drug | ion Reports: There have been reports of elevated clozapine levels
temporally associated with adverse reactions, including seizures, following the addition of venlaxafine.
There have been reports of increases in PT, PTT, or INR when venlafaxme was given to patlems also
receiving warfarin. USE IN SPECIFIC POPULATIONS F ic Effects: Pi
Category C: There are no adequate and well-controlled studies of venlafaxine in pregnant women.
Venlafaxine Extended Release Tablets should be used during pregnancy only if clearly needed. Non-
Teratogenic Effects: Neonates exposed to venlafaxine hydrochloride 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, unstable temperature, feeding difficulty, vomiting, hypoglycemia, hypo- and hypertonia,
hyperreflexia, tremor, jitteriness, irritability, and constant crying. This is consistent with a toxic effect of
SSRIs or SNRIs or a drug discontinuation syndrome. In some cases, it is consistent with serotonin
syndrome. When treating a pregnant woman with Venlafaxine Extended Release Tablets during the third
trimester, carefully consider the potential risks and benefits of treatment. Labor and Delivery: The effect
of venlafaxine hydrochloride on labor and delivery in humans is unknown. Nursing Mothers: Venlafaxine
hydrochloride and ODV, its active metabolite, are excreted in human milk. Because of the potential for
serious adverse reactions in nursing infants, a decision should be made whether to discontinue nursing or
to discontinue Venlafaxine Extended Release Tablets, 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 BOXED WARNING and Warnings and Precautions: Clinical Worsening and Suicide Risk].
Anyone considering using Venlafaxine Extended Release Tablets in a child or adolescent must balance the
potential risks with the clinical need. While no studies have adequately assessed the impact of venlafaxine
hydrochloride on growth, development, and maturation of children and adolescents, studies suggest it may
adversely affect weight and height [see WARNINGS AND PRECAUTIONS: General: Changes in Height
and Changes in Weight in full Prescribing Information]. Should the decision be made to treat a pediatric
patient with Venlafaxine Extended Release Tablets, regular monitoring of weight and height is recommended
during treatment, particularly if long term. The safety of venlafaxine hydrochloride in pediatric patients has
not been assessed for treatment beyond 6 months. In patients aged 6-17, clinically relevant blood
pressure and cholesterol increases were similar to those observed in adult patients. The precautions for
adults apply to pediatric patients. Geriatric Use: While no overall differences in effectiveness or safety
were observed between geriatric and younger patients, greater sensitivity of some older individuals cannot
be ruled out. The elderly may be at greater risk for significant hyponatremia. No dose adjustment is
recommended based on age alone. Patients With Hepatic Impairment: Decreased clearance was
noted in patients with cirrhosis. A lower dose may be necessary in these patients; extra caution should be
used in these patients. Patients With Renal Impairment: In patients with GFR = 10 to 70 mL/min,
clearance of venlafaxine hydrochloride and its metabolites were decreased. It is recommended that total
daily dose of Venlafaxine Extended Release Tablets be reduced by 25% to 50% in these patients.
Individualization of dosage may be desirable in some patients. In hemodialysis patients, it is recommended
that total daily dose be reduced by 50%. Venlafaxine Extended Release Tablets should be used with
caution in such patients. DRUG ABUSE AND DEPENDENCE: Venlafaxine Extended Release Tablets are
not a controlled substance. Carefully evaluate patients for history of drug abuse and observe such patients
closely for signs of misuse or abuse of venlafaxine hydrochloride. Discontinuation effects have been
reported in patients receiving venlafaxine hydrochloride [see WARNINGS AND PRECAUTIONS; and
DOSAGE AND ADMINISTRATION in full Prescribing Information]. OVERDOSAGE: In postmarketing
experience, overdosage has occurred predominately in combination with alcohol and/or other drugs. The
most commonly reported reactions include tachycardia, changes in consciousness, mydriasis, seizures,
and vomiting. Electrocardiogram changes (eg, prolongation of QT interval, bundle branch block, QRS
prolongation), ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo, liver necrosis,
serotonin syndrome, and death have been reported. 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 hydrochloride are known. In managing overdosage, consider
the possibility of multiple drug involvement. Consider contacting a poison control center for additional
information on treatment. 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
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Release Tablets. At least 7 days should be allowed after stopping Venlafaxine Extended
Release Tablets before starting an MAOI [sece WARNINGS AND PRECAUTIONS in full Prescribing
Information].
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Stimulus Law Directs Funds
To Health Care Improvement

Temporary health insurance assistance to workers who lose their jobs and
a big boost in mental iliness research are included in the Obama adminis-
tration’s recently passed stimulus package.

massive spending and

tax-relief stimulus law

designed to cut unemploy-

ment, aid struggling fam-

ilies, and boost a sliding
economy includes numerous provisions
urged by APA and other mental health
advocates.

The American Recovery and Rein-
vestment Act of 2009 (ARRA, PL 111-5),
signed by President Barack Obama on Feb-
ruary 17, includes a large funding increase
for state Medicaid plans and further delays
implementation of Medicaid regulations
that are opposed by APA.

These provisions are extremely timely
because “states are desperate for more
money because revenues are down and
their Medicaid costs are constant or ris-
ing,” said Lizbet Boroughs,
director of APA’s Department of Govern-
ment Relations.

The law includes a temporary $87
billion increase in the Federal Medical
Assistance Percentage, which means that
the federal share of Medicaid costs will
rise, helping states avoid program cuts.
Medicaid is dually funded by states and
the federal government. The law provides
a6.2 percent across-the-board increase to
each state’s Medicaid program and extra
funding for states with the highest unem-
ployment rates.

The lack of a specific line item for
mental health care in the new Medicaid
funding concerns mental health advo-
cates, including David Shern, president
and CEO of Mental Health America.
His organization—and APA—Ilobbied
for such an addition so people with psy-
chiatric conditions would not lose out
to other programs as states tinker with
Medicaid programs.

Also on the Medicaid front, a morato-
rium set to expire next month on regula-
tions promulgated by the Bush administra-
tion and related to Medicaid targeted case
management (TCM) was extended until
the end of June. APA opposed the tight-
ening of TCM regulations—intended as a
money-saving measure—because it could
sever a critical coordinating service that
benefits many mentally ill people who
receive Medicaid benefits (Psychiatric News,
August 1, 2008).

associate

Focus on Public-Health Jobs

Another measure aimed primarily at
the public-health sector is the creation of
the $1 billion Prevention and Wellness
Fund to support evidence-based clini-
cal and community-based prevention
and wellness strategies. Among the larg-
est provisions in the fund is $500 million
designated for bolstering the general- and
public-health workforces.

Mental health advocates said the fund-
ing measure could save or create 20,000

BY RICH DALY

public-health jobs, including some of
those of the 11,000 such workers already
terminated in the recession. Retaining
and rehiring public health workers is an
important step to ensuring the availabil-
ity of health care services for the unem-
ployed, uninsured, and underinsured
during the recession, according to men-
tal health advocates.

Health workers also could benefit from
$500 million that the law allocates to the
Health Resources and Services Adminis-
tration for health profession development
through scholarships, loan-repayment
help, and training grants. The funds can
also be used to coordinate cross-state tele-
medicine services.

Psychiatrists are among those desig-
nated in ARRA as eligible for scholar-
ships, loan-repayment help, and grants
through the National Health Service
Corps. The corps aims to boost the
number of clinicians in rural and other
“medically underserved” areas of the
country.

Another significant aspect of ARRA
for physicians is the inclusion of $19
billion to invest in health information
technology, including efforts to ensure
patient-privacy protections (see top arti-
cle on page 8).

Medical Research Gets Boost

Additional funding is directed to the
National Institutes of Health, whose Fis-
cal 2009 budget was increased by 34 per-
cent over 2008, from $29 billion to $39
billion. The allocation of ARRA funds
will direct about $1 billion in total to
the National Institute on Drug Abuse,
National Institute on Alcohol Abuse and
Alcoholism, and National Institute on
Mental Health.

The 34 percent boost dwarfs NIH’s 1.5
percent increase in the last budget cycle.

“Hundreds of grant applications
scored high enough to be funded last
year, but [NIH] ran out of money before
they could be funded,” Boroughs said.
The hope is that the additional funding
will lead to more psychiatric research
receiving support.

In addition, the law includes $1.1
billion for “comparative effectiveness
research” through NIH and the Agency
for Healthcare Research and Quality
that compares two or more therapies for
a given medical condition. The funds also
may be used to analyze existing studies,
including NIMH-sponsored trials of
treatments for schizophrenia, bipolar dis-
order, and major depression.

Other provisions of the law aim to
ensure that comparative effectiveness
research is conducted and findings dis-
seminated in a way that ensures that clini-
cal effectiveness and quality outcomes are

please see Stimulus Law on page 30
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Sheppard Pratt

Don Ross, M.D., Medical Director

+ Psychotherapeutic Milieu

4 Intermediate Length of Stay

4 Elegantly Appointed Environment

4 Integrated Inpatient Stay for
Stabilization When Needed

The Retreat at Sheppard Pratt represents a depat-
ture from the crisis stabilization psychiatric treat-
ment episode. The Retreat features 16 private
rooms and baths in a setting designed for intensive
diagnosis and psychotherapeutic treatment.
Treatment includes psychopharmacology, psycho-
dynamic therapy and Eastern movement and med-
itation practice. The Retreat does not participate
with any insurance programs; all care is privately
funded and all length of stay and treatment deci-
sions are based on the expert recommendations of
the treatment team and the patient’s response.
For information, call:

410-938-4040

Visit our website: www.retreatatsp.org
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Incentive Payment Will Go to M.D.s
Who Adopt Electronic Records

Hard-won, physician-supported privacy protections were included in the
stimulus law to protect patients from information leaks.

he massive federal stimu-

lus law enacted last month

includes unprecedented

funding to transition

toward the use of elec-
tronic medical records. Privacy protection
measures—especially important to psy-
chiatric care patients—were included in
the measure.

The American Recovery and Rein-
vestment Act of 2009 (ARRA, PL 111-5),
signed by President Barack Obama on Feb-
ruary 17, includes provisions to encour-
age the use of electronic health records
(EHRs), health information technology
(HIT, which includes both the software
and hardware needed to operate EHRg),
and e-prescribing.

The law, considered part of Obama’s
overall health reform effort (see page 7),
requires the government to take a leader-
ship role in developing standards by 2010
that will allow for the nationwide elec-
tronic exchange and use of health infor-
mation that aims to improve the quality
and coordination of care. The measure
requires Department of Health and
Human Services (HHS) officials to estab-
lish interoperability standards, implemen-
tation specifications, and certification cri-
teria by December 31, as well as to provide
financial resources to current and future
physician users of HIT systems.

The measure provides $19 billion for
health information technology infra-
structure grants from HHS and for Medi-
care and Medicaid incentives to encour-
age physicians, hospitals, and health care
providers to use HIT for the electronic
exchange of patients’ health information.

Community mental health centers are
eligible for grants from HHS and incen-
tive payments under Medicare and Medic-
aid. Specifically eligible for grants and incen-
tive payments to upgrade their HI'T systems
are those community mental health centers
that meet federal criteria, child mental-
health programs, psychosocial rehabilita-
tion programs, mental health peer-support
programs, and mental health primary con-
sumer-directed programs.

In terms of funding, the law includes
Medicare incentive payments for physicians
who adopt HI'T, defined as “hardware, soft-
ware, integrated technologies or related
licenses, intellectual property, upgrades, or
packaged solutions sold as services that are
designed for or support the use by health
care entities or patients for the electronic
creation, maintenance, access, or exchange
of health information.”

The payments are up to $15,000 for
the first payment year, with incentive pay-
ments in subsequentyears of up to $12,000,
$8,000, $4,000, and $2,000, respectively,
ending in 2015. Physicians who report
already using an EHR that is also capable
of e-prescribing will no longer be eligible
for earlier e-prescribing bonuses but will
be eligible for HIT incentives.
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Physicians who have already imple-
mented HI'T systems and those who adopt
them by 2012 will be eligible for an initial,
larger incentive payment of up to $18,000.
By 2014 the maximum payment for physi-
cians who begin using the technology at
that point will drop to $12,000.

Physicians in a federally designated
rural health professional shortage area will
have their Medicare incentive payments
for HIT increased by 10 percent.

Also included are incentives for eligi-
ble physicians, hospitals, federally quali-
fied health centers, rural health clinics,
and other providers under Medicaid.

The incentive ends and penalties begin
for physicians who accept Medicare and
have not adopted HIT by 2015, including
a 1 percent reduction in Medicare physi-
cian payments, increasing to a 3 percent
reduction in 2017 and beyond.

Federal health officials can increase pen-
alties up to a 5 percent reduction in Medi-
care payments after 2018. The measure
allows exceptions on a case-by-case basis for
“significant hardships,” such as rural areas
without sufficient Internet access.

The new measure includes many fea-
tures long advocated by APA that are
designed to strengthen federal privacy
and security law, including protections
against misuse of identifiable health infor-
mation. The privacy measures had long
been downplayed in the Senate, where
the advancing legislation last year empha-
sized creation of a nationwide EHR net-
work despite privacy and interoperability
concerns. So inclusion of strong privacy
measures in the final stimulus measure was
seen as a win for psychiatry and mental
health care recipients.

Among the privacy measures is a new
HIT Policy and Standards Committee
that will include public and private repre-
sentatives, including physicians. The com-
mittee will provide recommendations on
the HIT policy framework, standards,
implementation specifications, and certi-
fication criteria for electronic exchange
and use of health information.

The law expands on the privacy and secu-
rity provisions of the Health Insurance Por-
tability and Accountability Act (HIPAA) to
protect patient health information by defin-
ing which actions constitute a breach. Also,
restrictions have been added on certain dis-
closures, sales, and marketing of protected
health information. The law requires an
accounting of disclosures to patients upon
request and authorizes increased civil mon-
etary penalties for HIPAA violations. State
attorneys general also are authorized to
enforce HIPAA.

The law expands HIPAA rules and pen-
alties to “business associates” of health
care entities, such as the technology firms
involved in electronic records creation and
data storage.

Another provision supported by APA
establishes that physicians or others shar-

ing information with insurers or other pay-
ers must limit the information to the “min-
imum necessary” to fulfill the request for
information. Insurers will no longer be
allowed to decide what information is the
minimum necessary as the new law directs
HHS to promulgate guidelines to define
that. A 2002 APA position statement called
for such a “minimum necessary” provision
on information released to third parties to
be a part of federal medical privacy rules.

The “minimum necessary” provision
of the law does not affect the information
physicians can share with other clinicians
treating that patient. Instead, the law serves
as a floor for privacy rights, and some state
laws go beyond it to restrict information
physicians can share with other physicians,
if requested by patients.

A “right to request” allows patients to
request that physicians not share their
information with other medical provid-
ers, and if physicians agree, they cannot
later change their mind and release data

from the period during which they agreed
to restrict such information.

Laura Fochtmann, M.D., chair of APA’s
Corresponding Committee on Electronic
Health Records, described the privacy
protection provisions of the law as “a major
step forward.”

“Confidentiality is at the heart of the
therapeutic relationship between a patient
and a psychiatrist,” Fochtmann told Psy-
chiatric News. “Without the means to pre-
serve confidentiality—whether it is in the
paper record or the electronic record—
there will be additional impediments to
developing a trusting and therapeutically
beneficial alliance.”

Patient privacy issues are not unique to
psychiatry, Fochtmann said, but psychia-
trists have been at the forefront of calling
attention to these issues.

The text of the stimulus measure
can be accessed at <http://thomas.loc.
gov> by searching on the law number,

PL 111-5. &

Obama’s First Budget Shows
Commitment to Health Reform

Obama plans to work with physicians and others to expand access to
health care for all Americans and reduce costs in Medicare and Medicaid.

Congress, President Barack Obama

pledged a “historic commitment to
comprehensive health care reform” that
aims to reduce costs and expand access
to “quality, affordable” health care for all
Americans.

“The cost of health care eats up more
and more of our savings each year, yet we
keep delaying reform,” Obama told mem-
bers of Congress on February 24.

Obama’s recently submitted proposed
federal budget for Fiscal 2010 shows his
determination to follow through on cam-
paign promises to expand access to health
care. He described his budget as building
on the enactment of legislation in the first
weeks of the new Congress that expanded
access to the State Children’s Health Insur-
ance Program to 4 million more children of
the working poor and unprecedented fund-
ing to transition toward the use of digital
medical records (see article above).

The health reform provisions of the pro-
posed budget—which include broad goals
and few health care line items—will act as
a “down payment on the principle that we
must have quality, affordable health care for
every American,” said Obama, by address-
ing inefficiencies in the health care system
to help reduce future deficits.

The budget calls for setting aside $634
billion over the next 10 years in a “reserve
fund for health care reform” to expand
government-subsidized health coverage
The expansion would be funded from
taxes on high-income earners and from
cuts in Medicare payments to insurance
companies, hospitals, and insurers.

The reserve would be used to fund
affordable insurance programs for indi-
viduals and employers. It also would help
finance disease prevention, wellness pro-

I n his first address to a joint session of
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grams, and research on cost-effective treat-
ments that aim to cut health care costs.

One item that could particularly impact
physiciansis the proposed budget’s assump-
tion that Congress will refrain from cut-
ting Medicare clinician payments sched-
uled to occur under current law, including
a 21 percent reduction planned for 2010.

“Widespread physician shortages cou-
pled with aging baby boomers highlight the
urgent need for permanent Medicare phy-
sician payment system reform to preserve
seniors’ access to health care,” said Nancy
Nielsen, M.D., president of the AMA, in
a statement regarding Obama’s proposed
budget.

The president’s budget also would
expand eligibility for Medicaid benefits
while requiring drug companies to give
bigger discounts, or rebates, to Medicaid
and saving $37 billion over the next decade
from payments to home health agencies.

The president said his plan will unfold
through discussions with the public and
various health care groups.

“Now, there will be many different
opinions and ideas about how to achieve
reform, and that is why I'm bringing
together businesses and workers, doctors
and health care providers, Democrats and
Republicans to begin work on this issue
next week,” Obama said in his February
address.

“The passage of health insurance parity
and the elimination of the discriminatory
Medicare copay for mental health care are
landmarks in the evolution of American
health care,” APA President Nada Stot-
land, M.D., M.P.H., commented to Psy-
chiatric News about Obama’s proposal.
“Efforts to reform the health care system
as a whole, however, have been politically

please see Reform on page 30
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INDICATIONS AND USAGE

Nartenda (memantine hydrochioridel is indizated for the ‘reatmenl of
moderate to severe damentia of the Alzhaimer's Sype.
CONTRAINDICATIONS

Namenda {remantina hyerachlonde) s eentraindicated n patients with
knewn hypersensifvity o memantne ~wdrochboride or 12 any exgipients
ugea i the *ormulation.

PRECALTIONS

Imormation tor Patients and Caregivers: Caregivers soculd be instruced in
the recemmendad admir isteation itwiee per day “or dases abov: § mg! and
oose escalation {nenimum interéal of one week Setween dose incrzases).
Heurplogical Conditions

Seizures: Memenda Fas not bean sysiematically evaluzied I~ paterts with
i seizure disorder. n chimiczl trials of Namenca. se:2ures ocourred in 0.2%
of pazents treated with Mamenda ard 0.5% of pzhents *eated with placebo.
Genilourinzry Condilions

Conditions that raise urine oH may ceceease the urinary ebminafion of
memanting resuting in incregses plasma levels of memznting.

Special Papulalions

Hepatic Impairment

Namenda urdergoes partial Fepatic metabolism. with about 48% of
administered dose excreted in uring as urchanged drag o7 as the sum ot
parent drup and the N-glucuronidz conjagate (74%). e dosane adjustment
15 neaded 0 patignts with mild or moderate hepatic impa-rmant. Namenda
sould be admimstered with caution to patients with sevece hepatic
imparment,

Renal Impalrment

Mo aosage adjustment is neadeq in patients with mild or —cderate renal
impawrmenl. A dosape reduction s tecommended n patients with severe
renal mmparment isee CLIMICAL PAARMACOLOGY end DOSAGE &ND
ADMINISTRATICN in Full Prescriting Inforaticn)

Drug-Drug Interactions

A-tpthpl-O-aspartate (NMDA! antagomists: The combred use of

B i for
g information for

Sight maternal {oxic.ky. decrezsed pup weights and an increased i cidznce of
ron-cesifisd cervizal vertetrag were seen ot gn ovzl cose of 18 mgkniday
17 & study n swh ch rats swera given oral memanting hegicning pre-mating a-d
continung thrugh the postpertu- penod. Shoht maternzl towizity ard
decraased pud weigws were alse seen 37 this dose .n a study in which rats
were treated from day 15 o' gastadon through the past-partum perind. The
no-gHact dose for these effects wis & moskp, which is 3 times tre MRHD
0n @ mgém- basis.

There irz no adequate and well-contrelled studies. of memanting in pregnant
womer. Memanting should be used during pregnancy only il the potential
benati® jLslfies “e potentizl nsk fo the fet.s

Nursing Molhers

It ig not known whether meranting 15 excreted in cuman Greast mik,
Because many drugs are escreted i human milk. caduon should be
exzrcised when memarting is administerad to 3 nursing mother,
Padiatric Usa

There ate no gdequate 3¢ well-contrallzd trias documenting the safety
and etticacy cf memanting in any illness gocaring in children.

ADVERSE REACTIONS

The expenianca dascribed i this section deives frcm studies in patients
with Alzheimars disgass and vascular demenbe.

Adverse Events Leading lo Diseontinuation: In placebo-controlle trizls in
wh ch demertia patients rece ved doses of Namanca up o 20 mosday. 1he
likelihood of discontinuation because of an adverse event wes 1he same in
the Namenda g-oup as in e placebo grovp, Mo individual acverse event
was associated with the discontinuation of treatrent ia 1% or mere of
Hamenda-tregted pabients and & 4 rate greate” than olacebo.

Adverse Evenls Reported in Controlled Trials; Tha repotten adverse events
in Mamenda {memantine hydrochlorice] tials reflect experence ganad
under closely monitored conditions in & highby selected patient populztion, In
actual practice or in other clinical trials, these "equency estimates may not
aoply. 35 the conditions of use eporting behavior and the types of patients
fregrad niay difle- Table 1 isls treatment-erm ergent signs and symptoms that
were reporfed in at laast 2% of patignts in placeba-controlled derentia trials
ard fo- which the rate of croumence was greater for patients ireated weth
MNamenda tha~ ‘or those treated with placzbe. Mo adverse event accurred a1
a trequancy of al least 5% and twice the placebo rake.

Table 1: Adverse Eve:s Feported in Controlled Clin.cal Tnals in at Least 2%
of Patien's Receiving Nemenda and at a Hgher Fraguency $man Placetn-
treased Patignts

Mamerda wilth other AMDA anfaganists (amantading. ine. and
destromethorphan) has not baen systamatically evaluated and such usz
shauld be appreached with cawtion.

Etfects of Namenda cn substrates of micpsomal enzyes: i vt studies
ondueed with mavker substrites of CYP450 anzymes (TYP: A2, -245.-203,
<206, -2E1. -3A4; shcwad minimal snhibition of iese enzymes by
memanting n addtion, i wiro studies indicate that a1 concenimtions
axczeding those associatad with effivacy. memantina does nat induca the
cytociroma 2430 soenzymas CYP142. CYP2GY, CYPZET. and CYPIALS.
Mo pharmacokingtic ntéractions wth crugs matabolized by theze enmymes
are expected.

Effacts of inhudetors andior subsirates of microsomal enzymes o N
tine 15 predominantty r2nally gl
subistrates and/or intibiters of the CYP430 gystem are ot expectad to aiter
tre metaholism of memanting,
Acetyichal FACRE ¢ Coadmiristralien of Nameada
with the ACPE inhib ter denepezil HCHdid not attect the pharmacokinetics of
either compaurd. In a 2é-weak cartraled chncal study in patierts witk
fmoderate 20 severe Alzhermers disaase. the adversa event profile ohsereed
with a cambination of meranfing and conepezil was similar fo that of
donepezil alene.
Drugs eiminated i renal mechargms: Because memantine is alirinated in
part ty lubular secretion, coadm-nistraticn of drugs that use the =ame renal
catonic systam including wdrechiorethiazide (HCTZ), triamterane (4],
mebormin cimetidice, ranitidice, quinid ne. and nicatine. could potantially
result i altered plasme levels ot both agents. However, coadminstztion of
Name~da and HOTZTA did not affect the bioavailability of either memanting
or TA and the biozva:labilty of HGTZ decreased by 20%. In add tion,
coddminisiratian of memantne with the antityparghcenic drug Gluccwance
0bvburide and metforin H3N did not 2Fect the phar—acowinesce of
memantine. metlormin anc glybunide Furthermorg  memantice did not
rivodlify 1he serum plusose loweriag eftect of Glucovance®.
Drugs that make the weine afkaine The clearance of memantine was
reduczd by about 80% under zlkal ne urine conditions at pH 8. Thergfore.
alterations of arine pH 1owards the alkalne coicition may leed to an
accumulaicn of the drog with a poseiole increase in adverse efacts.
Urne pH is aiterad by iet, drugs fs.g. carbonic arhydraze inh biters.
socium bcarbonaii and clinical state cf the patent (6.0, remal tubular
atidosis ur severe nfectons of the uinary trect: Hecce. merwanting
sho.ld be used with caution under fhese condrtions
Carcinegenesiz, Mutagenesis and Impairment of Fertility
There was nc £vicence of carcinogenic by n 2 113-week oral sludy '« mice
at deses up to 40 ~gkgiday 110 tmes the meximumm reccmmend ed fuman
dose [MRHD| on 2 moim’ dasmis). Thare was also no evidence o
carginogerizivy in rats orally dosad at up to 40 mghgday 1or 71 weeks
followed By 20 regskgeday (20 and 10 hmes the MEHD on a ma’m basis,
razoeclively] through 128 weeks.
Memantine preduced nn 2vider ce of ganolovic potentia when eva vated i
the in viteo 3. fephimerniem or £ cob -everse mulation essay, an i v
chrom nsomal abersation tes! in human kmprocyies. an it wive tytegenttios
2583y for chromosame damane in rats, and fhe Jr 1Wve mouse m.oronuceus
g55ay. The results were equivaca 0 an o wifrg gene mutation assay using
Chinese hamster Y79 ce Is.
Mo impairment of fertitity ¢r repruduchve performance was s3en in rats
administersd g to 18 moska'day (3 fimes the MRHD on 4 mgém- bas 5)
araly from 14 fays prior to meting through gestation a~d lactation n
terales. or for 60 days priar 40 mating i1 males
Pregnancy
Pregrianzy Catagory 8: Memantir e grven crally bo pregran: <t ang gregnan
rabbits during the period of argannge esis was not teratogeric up to tha
‘uphest doses ‘ested (18 mg/katday ir rats and 30 regekgadiy i1 rabbics.
which are 9 and 30 times. resaeclivery. the maxim.rm -ecommendad
-uman dose [MRHO] an a =g~ Jasis.

Brdy System Plazeba Mamenda
Adversa Event [N =922) 1M = 9400
[ L,
Body a5 3 Whole
Fatigue 2 2
Fain ! 3
Cardigvasgular System
Hypertension 2 4
Cerlral and Per pheral
Nervous System
Dizziness 5 7
Headache 1 £
Gastrointestingl Systermn
Const patian 3 3
d Yomitirg 2 E]
1. and drugs ihat are Muszuloskelela Systerm
Back pair 2 k]
Psychiatric Disa-ders
Confusion 5 [
Spmno-ente 2z 3
Hal uginatcn ] 3
Resp ratory System
Coughing 3 4
Dyspnea 1 2

categarias usicg WHC term rology, and gvent frequances were calzulated
actoss all studies,

All advarse gvents coournng in 2k least two patiens are inciuda:. excapd for
vicse aleady listed in Tabe 1. WHO ferms oo geqeral to ba rforative.
FInOr $ymMploms o events unli<ely to b2 crug-causes 2.9. hecause they
are COMMOn i ="& §ludy oepuation, Events are classitied by body systam
and lisz2d using the fol:cwing defintions: frequant adverse events - those
CCournng in al least 900 patients: intraq.ent adverse gvents- those
coeuring in 100 t¢ 11000 paliants, These advarse events ara not
ngcessanily relatad to Mamanda treatment and i most cases wers observed
at a sirilar frequency in placebo-treated patients in the contrar2d shydies
Body as a Whole: Freguent: syncops. fefrequent ypothermia, allarg ¢
rzacdion.

Cardiovascular Syslem: Frequsnt: cargiac failure. Jnfrequent: anoira
pectoris, bradycardia. myocardial infarction, thrombophlahitis, alrad
fibrillation. hypatens.cn, cardiac arrest, postu-al hypotensicn. pu-Tcnany
ambolsm, pulmonary edema.

Cenlrgl and Peripheral Nervous Syslem: Sreguent: tarsient schermic
attack, cerebrovascular accidert ver go, ataxia. hypokinasia. infraquent:
parestaesiz. convulsions, extrapyramidal discrder, hyperlania, tremor,
aphasia, hypoesthesia, abrormal conrdinatior. hem plegia. hyparangsia,
imealuntary usclz confractions sluger, cerebral hemorrhage, neuralgia,
plosis. neurcpathy.

Gasirointestingl Syslem: infreguent: gastraenizritic. civerlicu itis, gastro-
intestinal hemorehizge, melend, escphageal ulcaration.

Hemic and Lymphatic Disorders: Freguent” aneia, iafrequsnt; leukopenia.
Medabolic and Nulaitional Disorders; Frequent: increased alkaline
phosphatase. decraased weight. /nfrequent: dehydaon, hyponatremia.
apg-avated diabetes mellitus.

Psychialric Disorders: Frequen: agnressivz reaction Imfreguant delusion,
personality d sorder, ematior sl [abilty, nervousness, sleep disorder, Nibido
increased. psychisis, amnesia, apahy, perandic reaction. thinking abnorral,
crying abnormal appetite increased. paron ria. delirur. depersanalization.
ne.rosis, suicide atternpt.

Respiratery System; Fraguent oreumanis.
hermcatysis.

Skin and Appendages: Fraquent -ash, infrequent. sk ulcaration, prugitus.
cellulits. eczeme. cermatitis, ervtrematous <ash, alagecis. Lrtizaria.
Special Senses: Freguent catarac: conjunctivis. fofreguent: matula
lutea dageneraticn, decreased wsual acuity. decreased hearing, tinmitus,
blephant 5. blurred vision, forneal opacity, gla.coma. cnjunctival
erorthage eye sam, cetinal hemorrhage. xerakshalmia, diplopia,
gbnosmal lacr.matian, myagia, reting detachment.

Urinary Syslem: Frequent Mequert mictunhon. Jafreguent dysuria.
liemaluria. urina-y retention.

E\remss Reported Subsequent ta the Marketing of Namenda, both US and
%=1

Althaugh ro zausal relationskip to mamanting treaiment -as bee- founc.
the following advirse events have been reported to be temporally
associated with memanting trealment and are not dascribed elsawhere
n [3aoeling: aspivaicn preumania, asthenia, atriouentricular bBlace. dons
fracture, carpal tunngl syndrome, cerebral infarction, chest pain.
cholehthias s, claudication, ¢aitis, d2ep venous thrombosis, deprassed
«ewel of consciousness includic g Jass of consciousness and rare redorts of
comal, dyzkinesia. dysphadia, entephacpathy, gastritis. dastroesaprages!
-efiux, rand mal cenvulsions, irtrecrania” hemarrhage, hepatitis (includng
increased ALT and AST and hepatic fa lure;. hypesglyeamia, iyperlipidenmia,
hypoglycerva. ileus, increased MR, impotence. lethargy, malaise.
ybclonus, nevroleptic malignr: syrdrome, acule pancreatits.
Parsinenn.sm, ac.te renal faiture (rcluding ncreased craatinine and rengl
insutficiency), prolorged QT intgrval restlessness. sepsis. Stevens-
Jehnson syndrome, suicidal ideation, sudden death, supeavevricular
tachycarca, techyez diz tardive dyskines a. thrombocytoperia, and
halluzinations iact visual and aditry)

ANIMAL TOXHO0LOEY

Infeadugnt: apned, dsthma.

Dthar edverse svents accurring with gn incidence of at deast 2% in
Namenda-treated patients but at a greater cr equat rite or placebo were
agitazen. fal . inflicted iury. unnary incortinanca. digrehea, beonch tis,
INSOMN &, urnary track infeetior, irflugnza- ke symptoms. abncrmal gail,
depression, LEper respratery tract infection amagty, periphea edama,
rausea, anorexia, and arthralgia.

The overall profile of adverse events and the mcicence ratas for irdivid,al
adverse events i the subpopulas oo of patients weth moderate to sevara
Alzheimer's ciseise were not ditterent from the profile and ingidende rates
described above far the ovarall dementia population.

Vital Sign Changes: Namenda an: plzcebe groups wete camzared with
respect tr 111 mean change from baseline in wita signs ‘pulse, systolic
blead ressure, hastoliz hlooc pressute and werghi) and (2) the incidece
ot petients maeting coteria for potantially clirisal y signilicart changes
from basehne in these wvariables. There were no cinically important
changes in wtal signs n patients fregted with Hamenda. A cemparison of
suping anc stand no vitel sign measuras for Namenda and placzhe in
@ derly norngl subpects indicated that Namenda treatment s nat associated
with crthostatic changes.

Lzboratory Changes: Namenda and placebo groups were sompared with
respect 10 (14 rean ehange from baselng in varous s2ram gherristry,
heratolegy. and uninalysis variabies and (2) the incidence of patients
meeting criere tor potentia ly clically significant char ges fram haszlhna
in these var ables. These ana vses revealed no chinically imacrtant changss
10 laboratory test parameters associated with Namends treatment.

ECG Changes: Namenda and placebo groups were corpared o espect
to (13 mean chaage fram baselire ir various ECE paramears and §2) the
incidence of patierts meedng criteria for potenteally clinizally signiticant
changes from Lbaseline i these wvarizbles. These analyses revealed na
clinicalty imporant changes ir ECG parametars assocaated with Namend:
treatmant.

Other Adverse Evenls Observed Quring Clinlcal Trials

Namenda has been administzred o approximately 1350 patients wit
dementia. cf whom mere than 1200 received the maximurm recomrmendec
dose of 20 mp/day. Patierts recenved Namenda tretrient Jor penods of Jp
ta B34 days, with 852 paligts recerving 1t least 24 weaks 2° freatmeant 370
387 patients cecaving 38 waeks cr mora of frea;ment,

Tegatmient ernergett sions and syrptoms thar occurrad during § ontralled
climeal frials and £ cpan-labzl trials were recorded as adverse svents by tha
climcal meestigatars usna termnalogy of their wn oroosisg. To provide zn
ougrall estiziata of the propertion of indiviguals havng s milar types of
events. the events wera grouped nto a sraller numer o* stancardizad

& induced neurcnal lesiens (vacclation and necrosis) in the
muttipolar ard pyramida cells n cortizal layers |1l and 1V of tha posterior
cingu ate and retrosplenial nedcortices iv rats similar to Tose which are
knewn 19 ce.r in redznis admenisterec cther NMOA rece Do artagonists,
Les.cns were seen afte” a single dose of memznting. in & study in whch
rals we'e given daly 07al doses of memaitne for 14 diys. e co-sfect
dose for ewrong. necrosis was 6 mes the masimum recommended
hurman dosa on @ mgn basis The potential for ind Jction of central new-enal
vacuolation and ~ecrosis by MDA receptor antagonists in humang 1
unkngun.

DRUG ABUSE AMD DEPENDEWCE

Controlled Substance Clags: Memanting HCis nct a cortrolled substance
Physical and Psychological Dependence: #Memantine HCl is a aw fo
mode-ie affincy uncompetitive NMDA antagen:st that did net produce
any avidence of drug-seeking oeravior ar withdeawel symptams upan
discontinez: on in 2504 pekents who pasisipated i chnica als at
the-apeutic doses, 2ast marketing data. culside the LS. ratrospectively
collected. has provided na evidence of drug abuse or depender ce.

OVERDOSAGE

Signs and sympioos associated with memantiae overdosage in clinicar
trials and foom worldwide marketing expariance include agitation.
corfusion, ECE changes. 1053 of comscinusress. psychosis. restlessness,
§ OWeC MOverent. somnolence, siupnd unsteady gaif, wsual hallucinations.
varmgo, vamiting, ard veakness. The largest known ngestion of mamanting
windwide was 210 grams in a patient wag ok meman: ng in conjunction
with urspecitied antid abetic medicabons, The patient axperienzed coma
diplopia. and agi-aticn, but subseq.ently recovered.

Besdusz ctretegies for the management of overdose are contin.ally
ewolving, it is athvisable to contact & poison conirol center to deterring {he
latest recommendations far ne management of an overdose of emy drug.
A5 in gny cases of overdnse. generzl swppafive measures should te
utiized, and treatment should e symptomatic. £limination of m2manting
can be enhancad by acidification, of uring.
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U.K. Doctors Want Industry
Out of Medical Education

A British physicians organization urges the end of the tradition of physi-
cians’ accepting gifts from the pharmaceutical industry and calls for pooled
funding for continuing medical education.

edical education and
practice should mini-
mize industry influ-
ence, and a government
agency should become
more actively involved in medical research
and education, the Royal College of Physi-
cians (RCP) in the United Kingdom rec-
ommended in a report issued February 4.
The RCP is the oldest professional asso-
ciation for physicians in England, Wales,
and Northern Ireland, chartered by King
Henry VIII in 1518 and now boasting a
membership of 22,000. In 2007 the RCP
set up a working group of representatives
from medicine, industry, and the National
Health Service (NHS) to review the rela-
tionships among the NHS, academic med-
icine, and the pharmaceutical industry.
The report produced by the group,
titled “Innovating for Health: Patients,

BY JUN YAN

Physicians, the Pharmaceutical Industry,
and the NHS,” contains 42 recommen-
dations aimed at redefining the relation-
ships among medicine, research, industry,
and regulators with the goal of optimizing
patient care.

The group surveyed the Patient and
Carer Network, a 75-member group of
patients, caregivers, and members of
the public who are directly involved in
the RCP discussions, to obtain patients’
concerns and opinions about health
care services. The survey revealed that
patients and their caregivers were con-
cerned about whether all patients in
the United Kingdom have equal access
to the most effective medicines. They
were also troubled about the relation-
ship between their physicians and phar-
maceutical companies; many believed
that gifts and information from indus-

try to physicians may affect their inde-
pendence in making decisions about
what treatment is in their patients’ best
interests.

“Education is one of the most conten-
tious areas between doctors, scientists, and
industry,” the report noted. “Students . . .
need to be protected from undue pharma-
ceutical marketing.” The reportalso found
that “continuing professional development
programmes are too dependent on indus-
try support.” The report called for reduc-
ing industry sponsorship for postgraduate
medical education and increasing the role
of the NHS.

The report authors stopped short,
however, of calling for a ban on indus-
try’s involvement with medical education
and instead recommended that compa-
nies place their educational grants into a
pooled fund to decouple funding from spe-
cific products.

They also recommended that medi-
cal schools and institutions find alterna-
tive and sustainable sources for continu-
ing medical education and that physicians
should take “greater financial responsibil-
ity for their own postgraduate education.”

The authors recommended that
“all gifts to doctors, including food
and travel, . . . should end.” Echoing a
recent trend in the United States, they
also called for establishment of a public

database to report all honoraria or fees
a physician receives from pharmaceuti-
cal companies.

They cited controversies and debates
currently raging in the U.S. medical com-
munity over the relationship between
medicine and the pharmaceutical indus-
try and its effect on patient care. They
acknowledged similar concerns and criti-
cisms in the United Kingdom from the
media and the public despite important
differences in the two countries’ health
care systems and policies.

Meanwhile, the reportauthors empha-
sized that collaboration between med-
icine and industry, with more support
and investment from the N'HS, is neces-
sary and beneficial to advancing medicine
and improving the quality of patient care.
Both industry and academic researchers
in the United Kingdom complain about
losing the vitality of clinical research to
other countries because of government
bureaucracy and common anti-industry
suspicions.

In an editorial in the February 7 The
Lancet, Richard Horton, M.D., chair
of the RCP working group and editor
in chief of The Lancet, insisted that “all
potentially adverse influences on doc-
tors should be eliminated from the edu-
cational environment they train and
work in.” W

FDA 0Ks Brain-Stimulation Device
For Treatment-Resistant 0CD

Approval of the brain-implant device offers hope for a small group of
severely disabled patients with chronic OCD, but deep brain stimulation is

far from an easy, instant cure.

pacemaker-like brain implant has
A been cleared by the Food and Drug

Administration (FDA) for market-
ing as a treatment for severe and chronic
obsessive-compulsive disorder (OCD),
the agency announced on February 19.

Surgically implanted deep brain
stimulation (DBS) devices are already
on the market for treating tremor, dys-
tonia, and movement disorder associ-
ated with Parkinson’s disease. In recent
years scientists in Europe and North
America have been conducting clinical
research on its effectiveness in the treat-
ment of OCD and depression by apply-
ing electrical pulses to different brain
circuits (Psychiatric News, December 19,
2008). Some of the studies, although
small, produced encouraging results for
patients who are severely disabled and
have failed to respond to conventional
treatments.

The device, manufactured by
Medtronic Inc., is the first to be approved
for treating severe OCD. The FDA said
thatit granted the approval based on the
humanitarian device exemption regu-
lation authorized by the federal Food,
Drug, and Cosmetic Act, which applies
to devices “intended to treat or diag-
nose a disease or condition affecting
fewer than 4,000 people per year in the
United States.”

BY JUN YAN

The FDA reviewed clinical data
from four centers at which 26 patients
with severe, treatment-resistant OCD
received the implant and at least 12
months of stimulation. The patients

experienced on average a 40 percent
reduction in symptoms at the end of
one year. Two-thirds of the patients had
“marked functional improvements” in
psychological, social, and occupational”
areas, according to the company’s
announcement about the study results.
The pooled results of the multisite clin-
ical trials were published in Molecular
Psychiatry online on May 20, 2008.

The device consists of a four-elec-
trode stimulator to be implanted in the
brain, which is connected to a small bat-
tery that is surgically embedded under
the skin near the collar bone or the abdo-
men. The stimulator is implanted on one

side or both sides of the brain.

Adverse effects seen in the clinical tri-
als were mostly related to the brain surgery
or resolved after postsurgery adjustments
to the device setting, such as altering the
intensity and frequency of the electrical
pulses. In the clinical trials, all patients
were required to have regular checkups
after the surgery, and some needed to have
the device’s battery replaced after a period
of time.

Medtronic said in the press release
that it was going to conduct clinical tri-
als on DBS for treatment-resistant severe
depression at five medical centers in the
United States. W

Canadian Vet Develops Peer-Support
Program for Wars’ MH Casualties

A Canadian armored corps officer takes up the cause of destigmatizing
the mental health consequences of military deployment.

anadian soldiers are fighting in
c Afghanistan as part of the NATO

force there, and for decades before
that, Canadian units served on peacekeep-
ing missions in places such as Cyprus,
Haiti, Rwanda, and the former Yugoslavia.
Regardless of their mission, the Canadi-
ans have faced the same stresses that affect
their U.S. counterparts.

And some Canadian soldiers returned
with minds disturbed by the experience.
One was Lt. Col. Stéphane Grenier. Gre-
nier is not a doctor. A self-described tough
armored corps officer, Grenier found him-
self one morning years after his return

BY AARON LEVIN

from Rwanda sitting in his car for 45 min-
utes outside the base clinic wondering how
he was going to describe his internal tur-
moil to the corporal on duty.

“I was oblivious,” he recalled for listen-
ers at a symposium at Canada’s embassy in
Washington, D.C., in February. “I' had been
injured in Rwanda and didn’t know it.”

Grenier has helped turn his struggle
with the horrors of the Rwandan genocide
into a source of refuge for fellow members
of the Canadian forces similarly affected
by the outcomes of their missions. He is
now director of casualty support manage-
ment at National Defence Headquarters

in Ottawa, home of the Operational Stress
Injury Social Support Program (OSISS).
The program was proposed in 2000, and
the first peer coordinator came on board
in 2002.

Most existing support programs
depended on social workers or other pro-
viders for coordination, Grenier found
in the course of researching the idea of
a support program, but he ultimately
decided that only a veteran of military
service would have the needed credibil-
ity with soldiers.

To that end, OSISS recruits and trains
people who have not only served in Can-
ada’s armed forces but have also been
through the same trials by fire as those
they assist: all have been diagnosed with
mental health problems at some point in
their careers. They can tell the soldiers
they’re helping: “We’ve experienced it too,
but we’re in a healthier place now.”

All have to be screened by doctors
before they can work in the program. “No

please see Peer Support on page 31
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Medical Marijuana Verdict
Elusive Despite Study, Debate

At least one addiction psychiatrist says the question of legalizing marijua-
na for medical uses cannot be disentangled from the larger social context
in which marijuana is widely used—addictively by many—for recreational

purposes.

1o say “that the use of [cannabis| should be pre-
vented by a probibitive tax loses sight of the fact
that future investigation may show that there
are substantial medical uses for Cannabis.”

o stated William C. Wood-

ward, M.D., J.D., legislative

counsel to the AMA, in tes-

timony in 1937 before the

House Ways and Means Com-
mittee on the “Marijuana Taxation Bill,”
which would have taxed physicians who
prescribed—and pharmacies that dis-
pensed—cannabis.

(The bill passed, and in 1942 “canna-
bis” was officially removed from the U.S.
Pharmacopeia.)

Seventy years after Woodward’s testi-
mony, whether research has proven “sub-

BY MARK MORAN

stantial medical uses” for cannabis—either
smoked in the form of the marijuana plant
or taken in some other form—still appears
to be a matter of passionate debate.

Thirteen states have passed laws to
make marijuana more accessible for medi-
cal use. Many physicians and patients cite
anecdotal evidence of the efficacy of can-
nabis for chemotherapy-related nausea,
AIDS-related wasting, neuropathic pain,
and other conditions; and a body of ran-
domized controlled trials exists—mostly
with relatively small samples and short fol-
low-up times—documenting the benefits
of cannabis for discrete conditions.

The American College of Physicians,
among other groups, has called for reclas-
sification of marijuana under the Con-
trolled Substances Act from a Schedule 1

IOM Report Still Sets Standard
On Medical Marijuana

In an area where ideology may sometimes trump evidence, the 10-year-old Institute of
Medicine report titled “Marijuana and Medicine: Assessing the Science Base” still appears
to be the clearest statement of scientific understanding about the therapeutic potential of
marijuana. The report came to a number of conclusions, including the following:

e (Cannabinoids likely have a natural role in pain modulation, control of movement, and
memory. The natural role of cannabinoids in immune systems is likely multifaceted and

remains unclear.

e The brain develops tolerance to cannabinoids.

e Animal research demonstrates the potential for dependence, but this potential is observed
under a narrower range of conditions than with benzodiazepines, opiates, cocaine, or
nicotine; withdrawal symptoms can be observed in animals but appear to be mild.

e Scientific data indicate the potential therapeutic value of cannabinoid drugs, primarily
THC, for pain relief, control of nausea and vomiting, and appetite stimulation; smoked
marijuana, however, is a crude THC delivery system that also delivers harmful substances.

e The psychological effects of cannabinoids, such as anxiety reduction, sedation, and
euphoria, can influence their potential therapeutic value. Those effects are potentially
undesirable for certain patients and situations and beneficial for others.

e Numerous studies suggest that marijuana smoke is an important risk factor in the

development of respiratory disease.

e Adistinctive marijuana withdrawal syndrome has been identified, but it is mild and

short-lived.

The report concluded that short-term use of smoked marijuana (less than six months) for
patients with debilitating symptoms (such as intractable pain or vomiting) must meet the fol-

lowing conditions:

e Failure of all approved medications to provide relief has been documented.

e The symptoms can reasonably be expected to be relieved by rapid-onset cannabinoid

drugs.

e Such treatment is administered under medical supervision in a manner that allows for

assessment of treatment effectiveness.

e Treatment involves an oversight strategy comparable to an institutional review board
process that could provide guidance within 24 hours of a submission by a physician to
provide marijuana to a patient for a specified use.

“Marijuana and Medicine: Assessing the Science” is available online for purchase

at <www.iom.edu/?id=12668>.
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drug—under which it is deemed to have
high abuse potential and no proven medi-
cal uses—toanother schedule that would
make it more available to researchersand
clinicians.

On the opposing side are many physi-
cians, including psychiatrists and addic-
tion specialists, who say that research on
cannabis, especially its long-term effects, is
notsufficient to warrant rescheduling; that
legalization would lead to greater abuse—
by nonpatients in the general population, if
not by patients; and that the medical com-
munity should proceed with great caution
before declaring marijuana “safe.”

At the meeting of the AMA’s House
of Delegates last November, a resolution
to advocate for rescheduling marijuana
was the subject of unusually lengthy and
passionate debate, only to be sent to the
AMA’s Council on Science and Public
Health for a report back to the House and
the AMA Board of Trustees (Psychiatric
News, January 2).

Council chair and past APA President
Carolyn Robinowitz, M.D., said she could
not comment on the issue prior to the
council’s deliberations except that “there
seem to be more opinions than data.”

She said, “The council will look at the
available evidence and consider it carefully,
and present—to the extent thatitis possible—
an evidence-based report to the house.”

Studies Indicate Some Acute Benefit

To Sunil Aggarwal, Ph.D., the verdict
is already in.

Aggarwal is a third-year medical stu-
dent at the University of Washington
School of Medicine and a fellow in the
Medical Scientist Training Program. His
doctoral dissertation, titled “T’he Medical
Geography of Cannabinoid Botanicals in
Washington State: Access, Delivery, and
Distress,” discussed the successful use of
medical marijuana or cannabinoid botan-
icals by 176 chronically and critically ill
patients in Washington state.

(The term “cannabinoids” refers to
any of the substances that are structur-
ally related to tetrahydrocannabinol, or
THC, the psychoactive ingredient in
marijuana.)

At the AMA meeting, Aggarwal spoke
to the Section Council on Psychiatry
and asserted that since 2001—when the
House of Delegates last voted to retain
the Schedule I status of marijuana pend-
ing the outcome of research—at least 10
randomized, controlled trials had been
completed on the use of cannabis for
chronic neuropathic pain of multiple eti-
ologies, appetite and weight loss in HIV/
AIDS, spasticity in multiple sclerosis, and
severe nausea.

In each of these studies, researchers
used a federal-government supply of mar-
ijjuana grown in Mississippi.

Aggarwal told psychiatrists at the
meeting that the total body of literature
on the subject shows “that cannabinoids,
of which cannabis contains roughly 100
... have activity at the body’s cannabinoid
receptors and have many distinct pharma-
cologic properties, including analgesic,
antiemetic, antispasmodic, antioxidative,
neuroprotective, antidepressant, anxio-
lytic, and anti-inflammatory properties,
as well as glial cell modulation and tumor
growth regulation.”

The 10 randomized controlled trials
published since 2001 have relatively small
numbers—four had sample sizes of under
20 subjects, and the largest had 62. And all
were looking only at acute effects.

A meta-analysis of studies looking at
longer-term effects published in the July
2003 Fournal of the International Neuropsy-
chological Society found that few studies on
nonacute neurocognitive effects met cur-
rent research standards, but the studies
that do exist suggest neurocognitive risks
may be minimal.

“Our results indicate that there might
be decrements in the ability to learn and
remember new information in chronic
users, whereas other cognitive abilities are
unaffected,” the analysis concluded. “How-
ever, from a neurocognitive standpoint, the
small magnitude of these effect sizes sug-
gests thatif cannabis compounds are found
to have therapeutic value, they may have an
acceptable margin of safety under the more
limited conditions of exposure that would
likely obtain in a medical setting.”

But for addiction psychiatrists like Stu-
art Gitlow, M.D., M.P.H., the question is
far from resolved. “Do the benefits out-
weigh the risks?” he asked in an interview
with Psychiatric News. “We don’t have any-
thing in the literature to suggest that the
answer is yes. None of the damage that has
been shown to result from marijuana use is
evident in a short-term observation.”

Gitlow said he is not opposed to mari-
juana’s being used individually in discrete
situations, such as end-of-life care. But the
question of legalizing marijuana for medi-
cal uses, he said, cannot be disentangled
from the larger social context in which
marijuana is widely used—addictively by
many—for recreational purposes.

He added, “At the individual level, there
may not be a problem, but when you look
at it from a population basis, it’s a differ-
ent story. We know from experience that
when opioids, stimulants, and sedatives are
present in the home, they frequently find
their way to people who aren’t prescribed
the drug.”

Making Marijuana Accessible for Research

Yet the individual cases can be emotion-
ally compelling. Said Aggarawal, “If you
see someone suffering from neuropathic
pain and there is no opioid that is help-
ing, but you know that cannabinoids have
a unique therapeutic effect on this type of
pain, are you going to let the person suffer
because his neighbor uses marijuana rec-
reationally to enhance listening to music?
Morally, I fall on the side of treating.”

On the question of whether legaliza-
tion of marijuana for medical uses would
increase potential for drug abuse, a 1999
Institute of Medicine (IOM) report (see
box) is agnostic. “[P]resent data on drug
use progression neither support nor refute
the suggestion that medical availabil-
ity would increase drug abuse,” the IOM
report concluded.

The report also noted, “This question
is beyond the issues normally considered
for medical uses of drugs and should not
be a factor in evaluating the therapeutic
potential of marijuana or cannabinoids.”

Perhaps the most enduring conclu-
sion from the IOM reportis the need for
more research—the one point on which

please see Marijuana on page 31



CMS Announces Delay
In Use of ICD-10 Codes

The use of new diagnostic codes for claims forms will not be required until
October 2013 and could impact DSM-V.

hysicians and insurers were

given two additional years to

familiarize themselves with

the next generation of diag-

nostic codes following a recent
decision by federal regulators, but psychia-
trists did not support the delay.

The Centers for Medicare and Med-
icaid Services (CMS) released a final rule
in January that physicians, hospitals, and
payers must adopt an updated version of
the International Classification of Diseases
code sets, or [CD-10, by October 1, 2013.
This rule, among the last issued by the
Bush administration, delayed the sched-
uled implementation of ICD-10 codes
from October 1, 2011.

The World Health Organization
(WHO) published its ICD-10in 1993, and
most nations use it as the basis for their
versions. The diagnostic categories used
in DSM-1Vand DSM-IV-TR are identified
by both ICD-9 and ICD-10 codes.

The delay followed complaints to CMS
by some physician organizations, including

the AMA, and health insurers that the 2011

BY RICH DALY

deadline left insufficient time to upgrade
practice and billing systems to the new code
set, which is capable of tracking many more
diagnoses with greater specificity.

The extension of the ICD-10 imple-
mentation deadline was supported by
many physician groups as necessary to
help physicians, coders, and others pre-
pare for a smooth transition.

APA did notadvocate for the postpone-
ment. In aletter to CMS last October, APA
and other organizations called for quick
implementation of ICD-10 to replace the
“outdated” ICD-9-CM.

The version that will be used in the
United States is I[CD-10-CM. “CM” stands
for “clinical modification.”

“ICD-10-CM will allow for greater
specificity in diagnosis and thus better dis-
ease tracking than can be currently found
with ICD-9-CM,” wrote APA, the Ameri-
can Association for Geriatric Psychiatry,
and the American Academy of Child and
Adolescent Psychiatry.

Among the reasons cited in support of
quick implementation is the inability of

ICD-9-CM to accommodate new DSM
diagnoses developed over the last two
decades within the limited number of codes
allotted for mental disorders, the need for
clinicians and payers to keep closer track of
the health of patients with chronic health
conditions, and the need for “fully harmo-
nizing” the codes with DSM-IV.

Darrel Regier, M.D., M.P.H., direc-
tor of APA’s Division of Research and of
the American Psychiatric Institute for
Research and Education, told Psychiatric
News that APA has been seeking imple-
mentation of a U.S. national version of
the WHO-developed ICD-10 codes since
2000 to bring them up to date with the
more specific disease codes under the
international ICD-10 system

“We’re disappointed that I[CD-10 was
not implemented more quickly,” Regier
said. “When it is finally implemented, it
will be 23 years since it was approved as a
diagnostic set by WHO.”

The delay is likely to impact the devel-
opment of DSM-V, for which APA was
hoping to match DSM diagnoses with the
ICD-10 codes. The delay will likely mean
APA will perform “an approximation” of
DSM-V diagnostic codes to older ICD-9
codes and then update them when ICD-10
is implemented, Regier said. DSM-1" will
be published in 2012.

ICD-9,developed over 30 yearsago, con-
tains 17,000 codes. ICD-10 contains more
than 155,000 codes and can accommodate
a host of new diagnoses and procedures.

The limitations of ICD-9 have led CMS to

begin assigning codes to unrelated chap-
ters because many of the ICD-9-CM chap-
ters are full. For example, codes related to
neurological procedures have been placed
under the cardiovascular chapter because
there was no room for additional codes in
the neurological chapter.

Another delay was granted by CMS for
clinicians to adopt the so-called 5010 elec-
tronic transaction standards, which is the
latest update on the specifications of how
medical data can be transmitted under the
Health Insurance Portability and Account-
ability Act (HIPAA).

Implementation of the transmission
update is considered a prerequisite for mov-
ing to [CD-10. Under another final rule also
issued in January, that deadline was extended
from April 1, 2010, to January 1, 2012.

Officials in the Obama administration
are reviewing both rules—among other
regulations issued in the final days of the
Bush administration.

“A transition of this magnitude will
require a workable implementation pro-
cess and timeline for all HIPAA-covered
entities and comprehensive outreach and
education initiatives to support health care
providers, especially small physician prac-
tices, throughout this complex move to
ICD-10,” wrote the AMA and other phy-
sician organizations in letter last October
calling for delay of both ICD-10 and the
5010 electronic transaction standards.

Information on ICD-10 is posted at
<www.cde.gov/nchs/about/otheract/icd9/
abticd10.btm>. B
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Women’s Psychological Traits
Pave Creative Leadership Path

What does it take for a woman to be a successful leader? And can therapy
help women whose leadership skills may suffer due to childhood trauma
or other issues? Psychoanalysts explore these issues.

BY JOAN AREHART-TREICHEL

omen hold all sorts
of positions of power
these days. For exam-
ple, Nancy Pelosi is
speaker of the U.S.

The CEO, “Sarah,” had a number of
positive qualities—“she was warm and
engaging, she had an astute political sense,
and she was great at fundraising.” However,
when she was absent from her office, her

there was “Beth,” Sarah’s second-
in-command. Beth wasrigid and
authoritative; she thought that
only she knew what was best for
the operation. A “competitive
struggle” ensued between the
two women. Beth grew bolder
and bolder; Sarah capitulated to
her demands. Only after exten-
sive psychotherapy did Sarah
come to realize that she uncon-
sciously identified her dictato-
rial, intimidating subordinate
Beth with her own dictatorial,
intimidating mother, and only
then was she able to take steps to

Credit: Joan Arehart-Treichel

Laura Huggler, Ph.D., a Michigan psychoanalyst, is a

House of Representatives, Angela Merkel is fire Beth.

chancellor of Germany, and as of January

“staff was on the edge of mutiny,” and there
was a lot of in-house fighting. Moreover,

please see Women on page 31

consultant to various companies and has worked with a
number of female CEOs.

Carol Bartz is chief executive officer (CEO)
of Yahoo!, a Fortune 500 company.

What makes such women tick? What
psychological traits or behaviors contrib-
ute to their professional success or for oth-
ers hinder their achievements?

Several psychoanalysts tackled these
questions at the American Psychoana-
lytic Association (APsaA) meeting in New
York City in January at the session “When
Women Lead: Power and Authority in the
Organization.” They were Prudence Gour-
guechon, M.D., a Chicago analystand pres-
ident of APsaA; Laura Huggler, Ph.D., a
West Bloomfield, Mich., analyst who con-
sults to companies and has worked with a
number of women CEOQOs; and Kenneth
Settel, M.D., a Brookline, Mass., analyst.

Some women in leadership positions
seem to naturally have what it takes to be
successful, a January 16 New York Times
article about Bartz suggested. The arti-
cle described Bartz as “combative, deci-
sive, and very much in command” and as
a person who displays “a mix of candor
and toughness.” Whether Bartz is really
a “natural” or whether she had to work on
her leadership style to become so success-
ful is not clear from this article.

What is clear, however, is that other
women have to make some effort to
become successful leaders, just as some
men do. Gourguechon cited herself as
an example. During the six months that
she has been president of APsaA, Gour-
guechon said, she has “found an authori-
tative voice, but it is also strange and eerie
and a way of speaking and acting that I had
never used before.”

Toillustrate the point further, Huggler

IMPORTANT TREATMENT CONSIDERATIONS
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of major depressive disorder in adults.

described the case of a woman who was a
CEO of a nonprofit organization.
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Prudence Gourguechon, M.D.: “I have found an
authoritative voice [as APsaA president], but it
is also strange and eerie and a way of speaking
and acting that | had never used before.”
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Warnings and Precautions

 All patients treated with antidepressants should be monitored
appropriately and observed closely for clinical worsening, suicidality,
and unusual changes in behavior, especially during the first few
months of treatment and when changing the dose. Consider changing
the therapeutic regimen, including possibly discontinuing the medication,
in patients whose depression is persistently worse or includes symptoms
of anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia, hypomania, mania, or suicidality
that are severe, abrupt in onset, or were not part of the patient’s
presenting symptoms. Families and caregivers of patients being
treated with antidepressants should be alerted about the need to
monitor patients.

* Development of a potentially life-threatening serotonin syndrome may
occur with SNRIs and SSRIs, including PRISTIQ, particularly with
concomitant use of serotonergic drugs, including triptans, and with
drugs that impair the metabolism of serotonin (including MAQIs). If
concomitant use is clinically warranted, careful observation of the
patient is advised, particularly during treatment initiation and dose
increases. Goncomitant use of PRISTIQ with serotonin precursors is
not recommended.

« Patients receiving PRISTIQ should have regular monitoring of blood
pressure since sustained increases in blood pressure were observed
in clinical studies. Pre-existing hypertension should be controlled
before starting PRISTIQ. Caution should be exercised in treating
patients with pre-existing hypertension or other underlying conditions
that might be compromised by increases in blood pressure. Cases of
elevated blood pressure requiring immediate treatment have been
reported. For patients who experience a sustained increase in blood
pressure, either dose reduction or discontinuation should be considered.




Lawy

er With Schizophrenia

Says Analysis Saved Her Life

Thanks to psychoanalysis, a law professor comes to accept that she has
a serious mental iliness—and that she needs to remain on antipsychotic

medications indefinitely.

ften people hear about the
horrors of schizophrenia.
But rarely do they hear
about persons who are pre-
vailing against this grave
illness—that is to say, the success stories.

BY JOAN AREHART-TREICHEL

One such person is Elyn Saks, J.D., a pro-
fessor of law and psychiatry at the Univer-
sity of Southern California and a specialist
in mental health law. Saks told her uplifting
story at the American Psychoanalytic Associ-
ation meeting in New York City in January.

Actually, “analysis is the star of my
show,” she declared. “Analysis really saved
my life.”

Saks grew up in a prosperous home in
Miami with two younger brothers. “My
parents loved us and cared for us as best
they could.” However, at age 15 she had
a psychotic experience: colors around her
became very intense, and houses sent mes-
sages to her. While studying at Vanderbilt
University, she also had some psychotic epi-
sodes, but courses in philosophy seemed to
stave off the episodes to some degree.

“They provided me with a structure
to my mind and order to my days,” she
reflected.

After graduating from Vanderbilt, she
won a scholarship to study at Oxford Uni-

versity in England. There, she became very
depressed and isolated. “I believed that peo-
ple were talking about me behind my back,
which actually might have been true,” she
said. “I thought of myself as a bad person.”
She was hospitalized for a few months.

“I was mostly depressed then [with
some psychotic features] and did not
receive a diagnosis of schizophrenia until
later,” she recalled.

After she was released from the hos-
pital, the hospital doctors advised her to
return to the United States. However,
she decided against it and continued at
Oxford. But during this period, she also
saw a psychoanalyst to help her manage
her mental illness.

please see Lawyer on page 31
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and medications that address neurochemi-

MH Advocacy Group Celebrates

Century of Achievement

Mental Health America—which was founded by a Wall Street financier who
championed the rights of people with mental illness—reaches an impres-
sive milestone and looks to its future as well as its past.

sychiatric treatment has come
along way during the past cen-
tury—over the years, strait-
jackets and cold wraps have
given way to psychotherapy

cal problems in the brain and help people
recover from mental illness.

Atthe turn of the 20th century, however,
many people with mental illness suffered
rather than thrived under the conditions
that were then common in sanitariums.

One man’s struggles to get help during
this eraled him to establish a committee that
contributed to the enactment of important
reforms in mental health treatment. That
committee became what is today known as
Mental Health America (MHA).

This year, MHA is celebrating its
100th anniversary and a century’s worth
of accomplishments.

The nonprofit advocacy organization,
which is based in Alexandria, Va., has more
than 300 affiliates worldwide and members
who are consumers of mental health care,
relatives of people with mental illness,
psychiatrists, mental health professionals,
policymakers, and researchers.

MHA founder and Yale graduate Clif-

ford Beers began experiencing the symp-

BY EVE BENDER

toms of what became known as bipo-
lar disorder after beginning work on
Wall Street as a financier. One day, he
attempted suicide by jumping out of a
third-story window.

Beers survived but was seriously injured
and spent the next three years in Connect-
icut psychiatric hospitals, where he was
mistreated by staff. At one point during
his hospitalization, according to MHA, he
was placed in a straitjacket for 21 consecu-
tive nights.

In Beers’ 1908 autobiography, 4 Mind
That Found Irself, he wrote about his expe-
riences with mental illness treatment to
heighten awareness of the struggles of
those with similar illnesses.

please see Century on page 29
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desvenlafa)(/q Extended-Release Tablets
BRIEF SUMMARY. See package insert for full Prescribing Information. For further product information
and current package insert, please visit www.wyeth.com or call our medical communications
department toll-free at 1-800-934-5556.

WARNING Sulcldalnty and Antidepressant Drugs

the risk p to placebo of suicidal and

of bleeding associated with the concomitant use of Pristiq and NSAIDs, aspirin, or other drugs that
affect coagulation or bleeding. Narrow-angle Glaucoma- Mydriasis has been reported in association
with Pristig; therefore, patients with raised intraocular pressure or those at risk of acute narrow-angle
gl (angle-closure gl should be monitored. Activation of Mania/Hypomania- During all
MDD and VMS (vasomotor symptoms) phase 2 and phase 3 studies, mania was reported for
approximately 0.1% of patients treated with Pristig. Activation of mania/hypomania has also been
reported in a small proportion of patients with major affective disorder who were treated with other
marketed antidepressants. As with all antidepressants, Pristiq should be used cautiously in patients
with a history or family history of mania or hypomania. i lar Disease-
Cautlon |s adwsed in administering Prlsth to patients with cardiovascular, cerebrovascular, or lipid

idality) in child and young adults in short-term studies of Major
Disorder (MDD) and other psychiatric disorders. Anyone considering the use of Pristiq or any
other anti in a child, or young adult must balance this risk with the clinical
need. Short-term studies did not show an increase in the risk of sumldallty with antidepressants
compared to placebo in adults beyond age 24; there was a ion in risk with anti
compared to placebo in adults aged 65 and older. Depressmn and certain other psychiatric
disorders are with i in the risk of suicide. Patients of all ages
who are started on antidepressant therapy should be monitored appropriately and observed

[see Adverse R (6.7)). Increases in blood pressure and heart rate were
observed in clinical studies with Pristiq. Pristiq has not been evaluated systematically in patients with
a recent history of myocardial infarction, unstable heart disease, uncontrolled hypertension, or
cerebrovascular disease. Patients with these diagnoses, except for cerebrovascular disease, were
excluded from clinical studies. Serum Cholesterol and Triglyceride Elevation- Dose-related
elevations in fasting serum total cholesterol, LDL (low density lipoprotein) cholesterol, and triglycerides
were observed in the controlled studies. Measurement of serum lipids should be considered during
treatment with Pristiq [see Adverse Reactions (6.1)]. Discontinuation of Treatment with Pristig-

closely for clinical worsening, suicidality, or unusual in Families and gi
should be advised of the need for close observation and communication with the prescriber. Pristiq
is not approved for use in pediatric patients [see Warnings and Precautions (5.1), Use in Specific
Populations (8.4), and Patient Counseling Information (17.1 in the full prescribing information)].

INDICATIONS AND USAGE: Pristig, a selective serotonin and norepinephrine reuptake inhibitor (SNRI),
is indicated for the treatment of major depressive disorder (MDD).

CONTRAINDICATIONS: Hyp itivity- Hyper itivity to desvenlafaxine succinate, venlafaxine
hydrochloride or to any excipients in the Pristiq formulation. Monoamine Oxidase Inhibitors- Pristiq
must not be used concomitantly in patients taking monoamine oxidase inhibitors (MAOIs) or in patients
who have taken MAQIs within the preceding 14 days due to the risk of serious, sometimes fatal, drug
interactions with SNRI or SSRI treatment or with other serotonergic drugs. Based on the half-life of
desvenlafaxine, at least 7 days should be allowed after stopping Pristiq before starting an MAOI [see
Dosage and Administration (2.5) in the full prescribing information.

WARNINGS AND PRECAUTIONS: 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. Suicide is a known risk of depression and certain other psychiatric disorders, and
these disorders themselves are the strongest predictors of suicide. There has been a long-standing
concern, however, that antidepressants may have a role in inducing worsening of depression and the
emergence of suicidality in certain patients during the early phases of treatment. Pooled analyses of
short-term placebo-controlled studies of antidepressant drugs (SSRIs and others) showed that these
drugs increase the risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young
adults (ages 18-24) with major depressive disorder (MDD) and other psychiatric disorders. Short-term
studies did not show an increase in the risk of suicidality with antidepressants compared to placebo in
adults beyond age 24; there was a reduction with antidepressants compared to placebo in adults aged
65 and older. The pooled analyses of placebo-controlled studies in children and adolescents with MDD,
obsessive compulsive disorder (OCD), or other psychiatric disorders included a total of 24 short-term
studies of 9 antidepressant drugs in over 4,400 patients. The pooled analyses of placebo-controlled
studies in adults with MDD or other psychiatric disorders included a total of 295 short-term studies
(median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was
considerable variation in risk of suicidality among drugs, but a tendency toward an increase in the
younger patients for almost all drugs studied. There were differences in absolute risk of suicidality
across the different indications, with the highest incidence in MDD. The risk differences (drug vs.
placebo), however, were relatively stable within age strata and across indications. These risk
differences (drug-placebo difference in the number of cases of suicidality per 1000 patients treated)
are provided in Table 1 of the full prescribing information. No suicides occurred in any of the pediatric
studies. There were suicides in the adult studies, but the number was not sufficient to reach any
conclusion about drug effect on suicide. It is unknown whether the suicidality risk extends to longer-
term use, i.e., beyond several months. However, there is substantial evidence from placebo-controlled
maintenance studies in adults with depression that the use of antidepressants can delay the recurrence
of depression. All patients being treated with antidepressants for any indication should be
monitored appropriately and 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 il or The ing symptoms, anxiety, agitation,
panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor
restlessness), hypomania, and mania, have been reported in adult and pediatric patients being treated
with antidepressants for major depressive disorder as well as for other indications, both psychiatric and
nonpsychiatric. Although a causal 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 di inuation can be iated with certain symptoms [see
Warnings and Precautions (5.9) and Dosage and Administration (2.3) in the full prescribing information
for a description of the risks of discontinuation of Pristiq]. Families and caregivers of patients being
treated with antidepressants for major depressive disorder or other indications, both psychiatric and
nonpsychiatric, should be alerted about the need to monitor patients for the emergence of agitation,
irritability, unusual changes in behavior, and the other symptoms described above, as well as the
emergence of suicidality, and to report such symptoms immediately to health care providers. Such
monitoring should include daily observation by families and caregivers. Prescriptions for Pristiq should be
written for the smallest quantity of tablets consistent with good patient management, in order to reduce
the risk of overdose. Screening patients for bipolar disorder- A major depressive episode may be the
initial presentation of bipolar disorder. It is generally believed (though not established in controlled
studies) that treating such an episode with an antidepressant alone may increase the likelihood of
precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the
symptoms described above represent such a conversion is unknown. However, prior to initiating
treatment with an antidepressant, patients with depressive symptoms should be adequately screened
to determine if they are at risk for bipolar disorder; such screening should include a detailed psychiatric
history, including a family history of suicide, bipolar disorder, and depression. It should be noted that
Pristiq is not approved for use in treating bipolar depression. Serotonin Syndrome- The development
of a potentially life-threatening serotonin syndrome may occur with Pristiq treatment, particularly with
concomitant use of other serotonergic drugs (including SSRIs, SNRIs and triptans) and with drugs that
impair metabolism of serotonin (including MAQIs). The concomitant use of Pristiq and MAOIs is
contraindicated [see Contraindications (4.2)]. If concomitant treatment with Pristiq and an SSRI, another
SNRI or a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of
the patient is advised, particularly during treatment initiation and dose increases. The concomitant use
of Pristiq with serotonin precursors (such as tryptophan supplements) is not recommended. Elevated
Blood Pressure- Patients receiving Pristiq should have regular monitoring of blood pressure since dose-
dependent increases were observed in clinical studies. Pre-existing hypertension should be controlled
before initiating treatment with Pristig. Caution should be exercised in treating patients with pre-
existing hypertension or other underlying conditions that might be compromised by increases in blood
pressure. Cases of elevated blood pressure requiring immediate treatment have been reported with
Pristiq. Sustained hypertension- Sustained blood pressure increases could have adverse
consequences. For patients who experience a sustained increase in blood pressure while receiving
Pristiq, either dose reduction or discontinuation should be considered [see Adverse Reactions (6.7)).
Treatment with Pristiq in controlled studies was associated with sustained hypertension, defined as
treatment-emergent supine diastolic blood pressure (SDBP) =90 mm Hg and =10 mm Hg above
baseline for 3 consecutive on-therapy visits. In clinical studies, regarding the proportion of patients with
sustained hypertension, the following rates were observed: placebo (0.5%), Pristiq 50 mg (1.3%),
Pristiq 100 mg (0.7%), Pristiq 200 mg (1.1%), and Pristiq 400 mg (2.3%). Analyses of patients in Pristiq
controlled studies who met criteria for sustained hypertension revealed a dose-dependent increase in
the proportion of patients who developed sustained hypertension. Abnormal Bleeding- SSRIs and
SNRIs can increase the risk of bleeding events. Concomitant use of aspirin, other drugs that affect
platelet function, nonsteroidal anti-inflammatory drugs, warfarin, and other anticoagulants can add to
this risk. Bleeding events related to SSRIs and SNRIs have ranged from ecchymosis, hematoma,
epistaxis, and petechiae to life-threatening hemorrhages. Patients should be cautioned about the risk
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ion symptoms have been systematically and prospectively evaluated in patients treated
W|th Pristiq during clinical studies in Major Depressive Disorder. Abrupt discontinuation or dose
reduction has been associated with the appearance of new symptoms that include dizziness, nausea,
headache, irritability, insomnia, diarrhea, anxiety, fatigue, abnormal dreams, and hyperhidrosis. In
general, discontinuation events occurred more frequently with longer duration of therapy. During
marketing of SNRIs (Serotonin and Norepinephrine Reuptake Inhibitors) and SSRIs (Selective Serotonin
Reuptake Inhibitors), there have been spontaneous reports of adverse events occurring upon
discontinuation of these drugs, particularly when abrupt, including the following: dysphoric mood,
irritability, agitation, dizziness, sensory disturbances (e.g., paresthesia, such as electric shock
sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia, hypomania, tinnitus,
and seizures. While these events are generally self-limiting, there have been reports of serious
discontinuation symptoms. Patients should be monitored for these symptoms when dlscontmumg
treatment with Pristiq. A gradual reduction in the dose rather than abrupt ion is rec

reported in patients who have recently been discontinued from a monoamine oxidase inhibitor (MAOI)
and started on antidepressants with pharmacological properties similar to Pristiq (SNRIs or SSRIs), or
who have recently had SNRI or SSRI therapy discontinued prior to initiation of an MAOI [see
Contraindications (4.2)). Serotonergic Drugs- Based on the mechanism of action of Pristiq and the
potential for serotonin syndrome, caution is advised when Pristiq is coadministered with other drugs
that may affect the serotonergic neurotransmitter systems [see Warnings and Precautions (5.2)). Drugs
that Interfere with Hemostasis (e.g., NSAIDs, Aspirin, and Warfarin)- Serotonin release by platelets
plays an important role in hemostasis. Epidemiological studies of case-control and cohort design have
demonstrated an association between use of psychotropic drugs that interfere with serotonin reuptake
and the occurrence of upper gastrointestinal bleeding. These studies have also shown that concurrent
use of an NSAID or aspirin may potentiate this risk of bleeding. Altered anticoagulant effects, including
increased bleeding, have been reported when SSRIs and SNRIs are coadministered with warfarin.
Patients receiving warfarin therapy should be carefully monitored when Pristiq is initiated or
discontinued. Ethanol- A clinical study has shown that desvenlafaxine does not increase the
impairment of mental and motor skills caused by ethanol. However, as with all CNS-active drugs,
patients should be advised to avoid alcohol consumption while taking Pristiq. Potential for Other
Drugs to Affect Desvenlafaxine- Inhibitors of CYP3A4 (ketoconazole)- CYP3A4 is a minor pathway for
the metabolism of Pristiq. Concomitant use of Pristiq with potent inhibitors of CYP3A4 may result in
higher concentrations of Pristiq. Inhibitors of other CYP enzymes- Based on in vitro data, drugs that
inhibit CYP isozymes 1A1, 1A2, 2A6, 2D6, 2C8, 2C9, 2C19, and 2E1 are not expected to have significant
impact on the pharmacokinetic profile of Pristiq. Potential for Desvenlafaxine to Affect Other Drugs-
Drugs metabolized by CYP2D6 (desipramine)- /n vitro studies showed minimal inhibitory effect of
desvenlafaxine on CYP2D6. Clinical studies have shown that desvenlafaxine does not have a clinically
relevant effect on CYP2D6 metabolism at the dose of 100 mg daily. Concomitant use of desvenlafaxine
with a drug metabolized by CYP2D6 can result in higher concentrations of that drug. Drugs metabolized
by CYP3A4 (midazolam)- /n vitro, desvenlafaxine does not inhibit or induce the CYP3A4 isozyme.
Concomitant use of Pristiq with a drug metabolized by CYP3A4 can result in lower exposures to that
drug. Drugs metabolized by CYP1A2, 2A6, 2C8, 2C9 and 2C19- /n vitro, desvenlafaxine does not inhibit
CYP1A2, 2A6, 2C8, 2C9, and 2C19 isozymes and would not be expected to affect the pharmacokinetics
of drugs that are metabolized by these CYP isozymes. P-glycoprotein Transporter- In vitro,
desver ine is not a substrate or an inhibitor for the P-glycoprotein transporter. The

whenever possible. If intolerable symptoms occur following a decrease in the dose or upon
discontinuation of treatment, then resuming the previously prescribed dose may be considered.
Subsequently, the physician may continue decreasing the dose, but at a more gradual rate [see Dosage
and Administration (2.4) and Adverse Reactions (6.1) in full prescribing information]. Renal
Impairment- In patients with moderate or severe renal impairment or end-stage renal disease (ESRD)
the clearance of Pristiq was decreased, thus prolonging the elimination half-life of the drug. As a result,
there were potentially clinically significant increases in exposures to Pristiq [see Clinical Pharmacology
(12.6) in full prescribing information]. Dosage adjustment (50 mg every other day) is necessary in
patients with severe renal impairment or ESRD. The doses should not be escalated in patients with
moderate or severe renal impairment or ESRD [see Dosage and Administration (2.2) in full prescribing
information]. Seizure- Cases of seizure have been reported in premarketing clinical studies with Pristig.
Pristiq should be prescribed with caution in patients with a seizure disorder.

pharmacokinetics of Pristiq are unlikely to be affected by drugs that inhibit the P-glycoprotein
transporter, and desvenlafaxine is not likely to affect the pharmacokinetics of drugs that are substrates
of the P-glycoprotein transporter. Electroconvulsive Therapy- There are no clinical data establishing
the risks and/or benefits of electroconvulsive therapy combined with Pristiq treatment. USE IN
SPECIFIC POPULATIONS: Pregnancy- Patients should be advised to notify their physician if they
become pregnant or intend to become pregnant during therapy. Teratogenic effects — Pregnancy
Category C- There are no adequate and well-controlled studies of Pristiq in pregnant women. Therefore,
Pristiq should be used during pregnancy only if the potential benefits justify the potential risks. Non-
teratogenic effects- Neonates exposed to SNRIs (Serotonin and Norepinephrine Reuptake Inhibitors), or
SSRIs (Selective Serotonin Reuptake Inhibitors), late in the third trimester have developed
complications  requiring prolonged hospitalization, respiratory support, and tube feeding. Such
complications can arise y upon delivery. Reported clinical findings have included respiratory

Hyponatremia can occur as a result of treatment with SSRIs and SNRIs, including Pristig. In many
cases, this hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic
hormone secretion (SIADH). Elderly patients can be at greater risk of developing hyponatremia with
SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise volume depleted can be at greater
risk [see Use in Specific Populations (8.5) and Clinical Pharmacology (12.6) in full prescribing
information]. Discontinuation of Pristiq should be considered in patients with symptomatic
hyponatremia and appropriate medical intervention should be instituted. Coadministration of Drugs
Containing Desvenlafaxine and Venlafaxine- Desvenlafaxine is the major active metabolite of
venlafaxine. Products containing desvenlafaxine and products containing venlafaxine should not be
used concomitantly with Pristig. Interstitial Lung Disease and Eosinophilic Pneumonia- Interstitial
lung disease and eosinophilic pneumonia associated with venlafaxine (the parent drug of Pristiq)
therapy have been rarely reported. The possibility of these adverse events should be considered in
patients treated with Pristiq who present with progressive dyspnea, cough, or chest discomfort. Such
patients should undergo a prompt medical evaluation, and discontinuation of Pristiq should be
considered.

ADVERSE REACTIONS: Clinical Studies Experience: The most commonly observed adverse reactions
in Pristiq-treated MDD patients in short-term fixed-dose studies (incidence >5% and at least twice the
rate of placebo in the 50- or 100-mg dose groups) were nausea, dizziness, insomnia, hyperhidrosis,
constipation, somnolence, decreased appetite, anxiety, and specific male sexual function disorders.
Adverse reactions reported as reasons for discontinuation of treatment- The most common adverse
reactions leading to discontinuation in at least 2% of the Pristig-treated patients in the short-term
studies, up to 8 weeks, were nausea (4%); dizziness, headache and vomiting (2% each); in the long-
term study, up to 9 months, the most common was vomiting (2%). Common adverse reactions in
placebo-controlled MDD studies- Table 3 in full Pl shows the incidence of common adverse reactions
that occurred in >2% of Pristig-treated MDD patients at any dose in the 8-week, placebo-controlled,
fixed-dose, premarketing clinical studies. In general, the adverse reactions were most frequent in the
first week of treatment. Cardiac disorders: Palpitations, Tachycardia, Blood pressure increased;
Gastrointestinal disorders: Nausea, Dry mouth, Diarrhea, Constipation, Vomiting; General disorders and
administration site conditions: Fatigue, Chills, Feeling jittery, Asthenia; Metabolism and nutrition
disorders: Decreased appetite, weight decreased; Nervous system disorders: Dizziness, Somnolence,
Headache, Tremor, Paraesthesia, Disturbance in attention; Psychiatric Disorders: Insomnia, Anxiety,
Nervousness, Irritability, Abnormal dreams; Renal and urinary disorders: Urinary hesitation; Respiratory,
thoracic, and mediastinal disorders: Yawning; Skin and subcutaneous tissue disorders: Hyperhidrosis,
Rash; Special Senses: Vision blurred; Mydriasis, Tinnitus, Dysgeusia; Vascular Disorders: Hot flush.
Sexual function adverse reactions-Table 4 shows the incidence of sexual function adverse reactions
that occurred in >2% of Pristig-treated MDD patients in any fixed-dose group (8-week, placebo-
controlled, fixed and flexible-dose, premarketing clinical studies). Men Only: Anorgasmia, Libido
decreased, Orgasm abnormal, Ejaculation delayed, Erectile dysfunction, Ejaculation disorder,
Ejaculation failure, Sexual dysfunction; Women Only: Anorgasmia Other adverse reactions observed in
premarketing clinical studies: Other infrequent adverse reactions occurrlng at an incidence of <2% in
MDD patients treated with Pristiq were: Immune system di —t

Liver function test abnormal, blood prolactin increased. Nervous system disorders —
Convulsion, syncope, extrapyramidal disorder. Psychiatric disorders — Depersonalization, hypomania.
Respiratory, thoracic and mediastinal disorders — Epistaxis. Vascular disorders — Orthostatic
hypotension. In clinical studies, there were uncommon reports of ischemic cardiac adverse events,
including myocardial ischemia, myocardial infarction, and coronary occlusion requiring
revascularization; these patients had multiple underlying cardiac risk factors. More patients
experienced these events during Pristiq treatment as compared to placebo [see Warnings and
Precautions (5.7)). Discontinuation events-Adverse events reported in association with abrupt
discontinuation, dose reduction or tapering of treatment in MDD clinical studies at a rate of >5% include
dizziness, nausea, headache, irritability, insomnia, diarrhea, anxiety, abnormal dreams, fatigue, and
hyperhidrosis. In general, discontinuation events occurred more frequently with longer duration of
therapy [see Dosage and Administration (2.4) and Warnings and Precautions (5.9) in full prescribing
information). Laboratory, ECG and vital sign changes observed in MDD clinical studies- The following
changes were observed in placebo-controlled, short-term, premarketing MDD studies with Pristiq.
Lipids-Elevations in fasting serum total cholesterol, LDL (low density lipoproteins) cholesterol, and
triglycerides occurred in the controlled studies. Some of these abnormalities were considered potentially
clinically significant [see Warnings and Precautions (5.8)]. Proteinuria-Proteinuria, greater than or equal
to trace, was observed in the fixed-dose controlled studies (see Table 6 in full prescribing information).
This proteinuria was not associated with increases in BUN or creatinine and was generally transient. ECG
changes-Electrocardiograms were obtained from 1,492 Pristiq-treated patients with major depressive
disorder and 984 placebo-treated patients in clinical studies lasting up to 8 weeks. No clinically relevant
differences were observed between Pristig-treated and placebo-treated patients for QT, QTc, PR, and
QRS intervals. In a thorough QTc study with prospectively determined criteria, desvenlafaxine did not
cause QT prolongation. No difference was observed between placebo and desvenlafaxine treatments for
the QRS interval. Vital sign changes-Table 7 summarizes the changes that were observed in placebo-
controlled, short-term, premarketing studies with Pristiq in patients with MDD (doses 50 to 400 mg).
Relative to placebo, Pristiq was associated with mean increase of up to 2.1 mm Hg in systolic blood
pressure, 2.3 mm Hg in diastolic blood pressure, and 4.1 bpm with supine pulse. At the final on-therapy
assessment in the 6-month, double-blind, placebo-controlled phase of a long-term study in patients
who had responded to Pristiq during the initial 12-week, open-label phase, there was no statistical
difference in mean weight gain between Pristig- and placebo-treated patients. DRUG INTERACTIONS:
Central Nervous System (CNS)-Active Agents- The risk of using Pristiq in combination with other
CNS-active drugs has not been systematically evaluated. Consequently, caution is advised when Pristiq
is taken in combination with other CNS-active drugs [see Warnings and Precautions (5.13).
Monoamine Oxidase Inhibitors (MAOIs)- Adverse reactions, some of which were serious, have been

distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia,
hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These features
are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation
syndrome. It should be noted that, in some cases, the clinical picture is consistent with serotonin
syndrome [see Warnings and Precautions (5.2)]. When treating a pregnant woman with Pristiq during
the third trimester, the physician should carefully consider the potential risks and benefits of treatment
[see Dosage and Administration (2.2)]. Labor and Delivery- The effect of Pristiq on labor and delivery
in humans is unknown. Pristiq should be used during labor and delivery only if the potential benefits
justify the potential risks. Nursing Mothers- Desvenlafaxine (0-desmethylvenlafaxine) is excreted in
human milk. Because of the potential for serious adverse reactions in nursing infants from Pristig, a
decision should be made whether or not to discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother. Only administer Pristiq to breastfeeding women if the
expected benefits outweigh any possible risk. Pediatric Use- Safety and effectiveness in the pediatric
population have not been established [see Box Warning and Warnings and Precautions (5.1)]. Anyone
considering the use of Pristiq in a child or adolescent must balance the potential risks with the clinical need.
Geriatric Use- Of the 3,292 patients in clinical studies with Pristiq, 5% were 65 years of age or older. No
overall differences in safety or efficacy were observed between these patients and younger patients, but
greater sensitivity of some older individuals cannot be ruled out. For elderly patients, possible reduced renal
clearance of desvenlafaxine should be considered when determining dose [see Dosage and Administration
(2.2) and Clinical Pharmacology (12.6) in the full prescribing information]. Renal Impairment- In subjects
with renal impairment the clearance of Pristiq was decreased. In subjects with severe renal impairment
(24-hr CrCl < 30 mL/min) and end-stage renal disease, elimination half-lives were significantly prolonged,
increasing exposures to Pristiq; therefore, dosage adjustment is recommended in these patients [see
Dosage and Administration (2.2) and Clinical Pharmacology (12.6) in the full prescribing information].
Hepatic Impairment- The mean t,, changed from approximately 10 hours in healthy subjects and subjects
with mild hepatic impairment to 13 and 14 hours in moderate and severe hepatic impairment, respectively.
No adjustment in starting dosage is necessary for patients with hepatic impairment.

OVERDOSAGE: Human Experience with Overdosage- There is limited clinical experience with
desvenlafaxine succinate overdosage in humans. In premarketing clinical studies, no cases of fatal
acute overdose of desvenlafaxine were reported. The adverse reactions reported within 5 days of an
overdose > 600 mg that were possibly related to Pristiq included headache, vomiting, agitation,
dizziness, nausea, constipation, diarrhea, dry mouth, paresthesia, and tachycardia. Desvenlafaxine
(Pristiq) is the major active metabolite of venlafaxine. Overdose experience reported with venlafaxine
(the parent drug of Pristiq) is presented below; the identical information can be found in the Overdosage
section of the venlafaxine package insert. In postmarketing experience, overdose with venlafaxine (the
parent drug of Pristiq) has occurred predominantly in combination with alcohol and/or other drugs. The
most commonly reported events in overdosage include tachycardia, changes in level of consciousness
(ranging from somnolence to coma), mydriasis, seizures, and vomiting. Electrocardiogram changes
(e.g., prolongation of QT interval, bundle branch block, QRS prolongation), sinus and ventricular
tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo, liver necrosis, serotonin syndrome, and
death have been reported. Published retrospective studies report that venlafaxine overdosage may be
associated with an increased risk of fatal outcomes compared to that observed with SSRI
antidepressant products, but lower than that for tricyclic antidepressants. Epidemiological studies have
shown that venlafaxine-treated patients have a higher pre-existing burden of suicide risk factors than
SSRI-treated patients. The extent to which the finding of an increased risk of fatal outcomes can be
attributed to the toxicity of venlafaxine in overdosage, as opposed to some characteristic(s) of
venlafaxine-treated patients, is not clear. Prescriptions for Pristiq should be written for the smallest
quantity of capsules consistent with good patient management, in order to reduce the risk of overdose.
Management of Overdosage- Treatment should consist of those general measures employed in the
management of overdosage with any SSRI/SNRI. Ensure an adequate airway, oxygenation, and
ventilation. Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures are
also 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. Induction of emesis is not recommended. Because of the
moderate volume of distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange
transfusion are unlikely to be of benefit. No specific antidotes for desvenlafaxine are known. In
managing an overdose, consider the possibility of multiple drug involvement. The physician should
consider contacting a poison control center for additional information on the treatment of any overdose.
Telephone numbers for certified poison control centers are listed in the Physicians Desk Reference (PDR®).

This brief summary is based on Pristiq Prescribing Information W10529C002, revised April 2008.
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AFP ‘Readers’ Have Options
For Learning the Latest

ave you noticed? The

American Fournal of Psy-

chiatry (AFP) has grown

beyond its hard-copy for-

mat born 166 years ago.
In recent years it has been plumbing the
dynamic field of electronic communica-
tions to identify ever more creative ways
to reach and increase its audience.

The most visible is A7P in Advance,
which debuted two years ago. The
bimonthly advance edition of the hard-
copy monthly journal gives subscribers
an early look at cutting-edge research
making it competitive with weekly and
biweekly medical publications. But
before A7P in Advance, there were two
other innovative initiatives that debuted
with little fanfare: its A7P Audio and

Residents’ fournal.

AJP Audio

A7P Audio was launched about three
years ago as an alternative format to
AFP’s hard-copy monthly to attract
new readers, especially busy ones on
the go. The audiocasts, roughly 30 min-
utes long, highlight the contents of each
month’s A7P. Audiocasts going back to
April 2006 can be accessed online at no
charge. Susan Schultz, M.D., a psychi-
atrist in Towa City, lowa, is one of five
deputy editors of A7P and one of the two
voices listeners hear on the audiocasts.
The other voice belongs to Michael Roy,
editorial director of A7P.

“I’ve been listening to A7P Audio Pod-
casts now for a few months and want to let
you know what a great resource this is” is
how APA member Charles Peters, M.D.,
of Towson, Md., put it about a year ago
in an unpublished letter. “Journals have
piled up on my desk for years, and I rarely
got through them in a timely way. Now
I download a Podcast, take my iPod with
me when I run or walk, and enjoy getting
through each month’s issue.”

Listen Up!

BY STEPHANIE WHYCHE

Today, nothing has changed Peters’s sen-
timents: “That’s very much how I feel about
itayear later,” he said in an interview.

“Every month we publish articles that
can influence how clinicians practice so we
want to make our articles as accessible as
possible,” Schultz said. The audiocasts “help
us to make our articles available in a way that
is user friendly for the busy clinician.”

She and Roy read the scripts in profes-
sional sound studios. Roy said professional
editing helps create the flawless presenta-
tion that listeners hear. Once completed,
the recordings are saved in MP3 format,
an audio compression structure widely
used on the Internet, and uploaded onto
AFP’s homepage.

“Because we use ‘in-house’ writing and
voice talent, and because of their familiar-
ity and enthusiasm for the material, costs
to produce are minimal,” Roy said—*“just
nominal costs to book the studio and for
the sound engineer’s editing time.”

Jane Weaver, a senior A7P editor and
feature writer, creates the scripts. “I have
written most of them, but Susan Schultz
wrote the first two [scripts].” Weaver said
in an interview. “It’s a large task. We cover
many articles and modify the writing for
an audio presentation.”

A cross-section of topics from each
month’s A7P is highlighted in each script.
“It takes some time to boil the articles
down to a few paragraphs,” Weaver said.
“You have to decide what is essential . . .
[and] use short, simple sentences and not
too many ‘esses.’”

Roy said it’s hard to know exactly how
many listeners have been drawn to A7P
Audio over the years. But “from usage sta-
tistics and other reports, we estimate that
several thousand people listen to at least a
few minutes of the program each month.”

Residents’ Journal
The Residents’ fournal, which last year
became a joint initiative of A7P and APA’s

Access to AJPaudio is free. Here's how to get connected:

e Direct access: <http://ajp.psychiatryonline.org/misc/audio.dtl>

e AJPhomepage: <http://ajp.psychiatryonline.org/>; click on audio symbol above cover

image

e Current table of contents (reached from AJP homepage): <http://ajp.psychiatryonline.

org/current.dtl>

e Download AJP Audio from iTunes Podcasts: <www.podcastdirectory.com/

podcasts/41240>

e Download AJP Audio from other feed readers (for example, NewzCrawler, FeedDemon,
Bloglines, Google Reader): <www.appi.org/rss/ajp_audio/AJP_Audio.xml>

Also, AJP in Advance is accessible at <http://ajp.psychiatryonline.org>, and the Resi-
dents’ Journal at <http://ajp.psychiatryonline.org/misc/Residents_Journal.dt/>.

Committee of Residents and
Fellows, was also born three
years ago, with an updated
design unveiled in Janu-
ary. Molly McVoy, M.D.,
chief psychiatry resident at
University Hospitals and
Case School of Medicine in
Cleveland, is the Residents’
Fournal’s editor in chief.

Organizationally, the
journal has two aspects
to it: an e-mailed portion
that’s sent to residents and
the online portion that can
be accessed online directly.
The e-mail highlights
two articles for discussion
from the current A7P and
includes links to the table of
contents of the current A7P
and to A7P Audio.

“Every article in the
Residents’ Fournal is writ-
ten by a resident [and] each
month has a resident [issue]
editor who is responsible
for all of the journal’s con-
tent,” McVoy told Psychiat-
ric News.

The online publication
typically contains from five
to 10 page views of content, she noted,
and the topics covered are wide ranging.
“Recent issues have covered everything
from the psychiatric aspects of weight
loss to leadership development to medical
anthropology.”

Angela Moore, A7P’s staff editor of
the Residents’ Journal, reports the circu-
lation of the journal to be about 2,000
residents.

“The publication has evolved in both
appearance and content,” Moore told Psy-
chiatric News. “Many of the articles are
now more scholarly, and the new lay-
out and design of the issues are more
sophisticated and attractive, with graph-
ics as well as modern navigation tools for
online viewing.”

Steve Hennessey, A7P’s graphic
designer, created the updated look of the
journal. He recounted that in redesigning
it, he and A7P staff looked to improve its
readability and in-document navigation
and to include more direct links to out-of-
document resources.

“This was accomplished,” he said, “by
reorganizing and reformatting elements
of the newsletter to create a more profes-
sional page-based layout thatincorporates
more inviting aesthetics.”

Each article can be accessed by clicking
on it from the online cover. And there are
other useful resources that are accessible
from within the pages of the articles.

‘Visionary’ at Helm of AJP

Of course, A7P Audio and the Resi-
dents’ Journal hardly just materialized.
Ask anyone at A7P what or who is the
impetus for these projects and they all
agree. They say A7P Editor-in-Chief
Robert Freedman, M.D., is the visionary
force behind A7P Audio, Residents’ Four-
nal, and AFP in Advance.

“Under Dr. Freedman’s editorship, the
Fournal has been enjoying a resurgence,”
Roy commented. “We have always been
proud of our publication’s long, rich his-

Susan Schultz, M.D., a deputy editor of the American Journal of
Psychiatry, is one of the voices heard on AJP Audio, a monthly
audiocast that presents highlights of each month’s journal.

tory, but it’s also very exciting that with
Dr. Freedman’s ideas and energy, this
venerable publication continues to play an
integral role in defining the future of the
field, both in what we publish and how we
disseminate it.”

For his part, Freedman credits the A7P
staff and its APA member editors for the
high quality and scope of A7P Audio and
Residents’ fournal.

“I appreciate the way Susan Schultz
and Michael Roy can make our con-
tent as easy to hear and understand as
an NPR radio program,” Freedman told
Psychiatric News. “Residents helped initi-
ate the Residents’ Journal to direct them
to the parts of the American Fournal of
Psychiatry that are of most interest to
them. Under Molly McVoy’s leadership,
resident editors and authors have now
expanded it to address issues that are
important in their training.”

Freedman, meanwhile, is already think-
ing about what’s next in the evolution of
the Residents’ Fournal: “We hope,” he said,
“that residents will attend the focus group
[see box] that the Committee of Residents
and Fellows cosponsors with us at the APA
annual meeting to consider what should be
in the Residents’ Fournal in the future.” W

Got an Opinion?

The editor of the American Journal of
Psychiatry (AJP), Robert Freedman, M.D.,
invites psychiatry residents to participate
in the fourth annual residents’ focus
group at APA’s 2009 annual meeting in
San Francisco to share their thoughts
on how AJP’s Residents’ Journal can be
made a more valuable resource for them.
The meeting is scheduled for Tuesday,
May 19; location to be announced.

More information is available by
sending an e-mail to ajp@psych.org.
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Medication Resistance Signals
Risk for Post-ECT Relapse

Patients with depression who have failed to respond to an adequate
pharmacotherapy regimen may achieve an “unstable” remission with
ECT and still need aggressive continued treatment.

lectroconvulsive therapy

(ECT) is usually reserved

for difficult-to-treat depres-

sion patients who are not

suitable for or have failed to
respond to antidepressant medications.
However, patients who have failed at least
one adequate course of medication have a
lin 3 chance of relapse within a week after
responding to ECT.

A study published online in the Four-
nal of Clinical Psychiatry on January 13
presented new data analyses from a large
multicenter clinical trial on the long-
term effectiveness of ECT conducted
from 1997 to 2004. The trial was con-
ducted by the Consortium for Research
on Electroconvulsive Therapy (CORE), a
group of medical centers across the coun-
try that have been collaborating on clin-
ical research to investigate ECT effec-
tiveness and relapse prevention in the
real-world patient-care setting.

In the clinical trial, 531 patients with
unipolar depression received ECT three
times a week until they either reached

BY JUN YAN

remission or completed 10 ECT sessions
without remission. Patients were assessed
at baseline and after each ECT session.

The criterion for remission was achiev-
ing a 60 percent reduction from baseline
in the 24-item Hamilton Rating Scale
for Depression (HAM-D,,) score and
two consecutive assessments in which
the scores were no more than 10, with no
more than a three-point drop between the
two assessments to ensure the response
was stable. At baseline each patient was
questioned about past treatment to deter-
mine whether he or she had had a previ-
ous trial of antidepressant treatment with
adequate dosage and duration.

The 341 patients who achieved remis-
sion waited for one week before they were
randomized to the long-term phase of the
trial, which compared the effectiveness of
maintenance ECT with that of pharma-
cotherapy. This study examined only the
subsample of 146 patients who reached
remission within 10 sessions, had no psy-
chotic features, and provided treatment
history at baseline.

During the one-week
interim period when patients
in remission had no treat-
ment for depression, nearly a
third (31.4 percent) of the 105
nonpsychotic patients with a
history of medication resis-
tance relapsed, meaning that

Medication Resistance
Linked to Relapse After ECT

Among 146 patients with nonpsychotic depression who reached
remission after thrice-weekly electroconvulsive therapy (ECT),
those who had a history of medication resistance (n=105) had a
significantly higher rate of relapse during one week of no treatment
compared with patients without the history (n=41) at baseline.

e TN . o ove et
back above 10. This relapse | |
rate was significantly higher ~Nomedication 9.8%
. resistance 070
than the 9.8 percent rate in -\\

the 41 patients who did not
have a history of medication
resistance.

The study findings sug-
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Source: Keith Rasmussen, M.D., et al., Journal of Clinical Psychiatry,
published online January 13,2009

gested “the fragile nature
of ECT-induced remissions in previ-
ously medication-resistant patients,” the
researchers concluded.

At the end of the interim week, 73
patients who were still in remission were
randomized to receive either pharmaco-
therapy or maintenance ECT for the next
six months. About 48 percent of these
patients relapsed during the six-month
period, 40 percent did not relapse, and the
remainder dropped out of the study.

By the end of the six-month main-
tenance period, 53 percent of patients
with a history of medication resistance
and 38 percent of patients without such a
history relapsed despite treatment. This
difference, however, was not statistically
significant.

Keith Rasmussen, M.D., a psychiatrist
in the Department of Psychiatry and Psy-
chology at the Mayo Clinic and the lead

author of the study, recommended that
psychiatrists should not “be dissuaded
from doing ECT in a patient who is medi-
cation refractory, but [should] be aggres-
sive in planning the treatment-continua-
tion strategies.”

These strategies, he noted, “would
include starting medications immediately
after the end of ECT and possibly before
it,” he told Psychiatric News.

The study was funded by grants from
the National Institute of Mental Health.

An abstract of “Is Baseline Medica-
tion Resistance Associated With Poten-
tial for Relapse After Successful Remis-
sion of a Depressive Episode With ECT?
Data From the Consortium for Research
on Electroconvulsive Therapy (CORE)”
is posted at <www.psychiatrist.com/
abstracts/abstracts.asp?abstract=oap/
ej08m04092.htm>. W

Biological Marker May Predict
Postpartum Depression

Could an elevated level of a stress hormone —corticotropin-releasing
hormone (CRH)—during mid-pregnancy become a routine way to identify
women who will develop postpartum depression?

ome risk factors for postpartum
S depression are well documented.
They include anxiety, stress,
lack of social support, low self-esteem,
depression before or during pregnancy,
a history of premenstrual syndrome, and
a history of oral contraceptive—induced
mood changes.
A biological marker for postpartum
depression may now have been discovered
as well. The marker is an elevated level of

This study “supports
[the notion] that women
who suffer from
postpartum depression
have a biological vul-
nerability, and that risk
may be assessed during
pregnancy. . ..”

the hypothalamic hormone corticotropin-
releasing hormone (CRH) during the 25th
week of pregnancy.

The finding was reported in the Feb-
ruary Archives of General Psychiatry. The

lead investigator was Ilona Yim, Ph.D.,
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an assistant professor of psychology and
social behavior at the University of Cali-
fornia, Irvine.

CRH is known to play an important
role in the origin of depression in the
non-pregnant state. CRH levels are also
known to soar during pregnancy. Yim
and her coworkers suspected thata surge
of CRH during pregnancy might help
set the stage for postpartum depres-
sion in some women, so they launched
a longitudinal cohort study to test the
hypothesis.

One hundred pregnant women were
recruited into the study. Blood sam-
ples were obtained at 15, 19, 25, 31, and
37 weeks of pregnancy from each of the
women. The blood samples were screened
not just for CRH, but for the pituitary
hormone adrenocorticotropic hormone
(ACTH), which is regulated by CRH,
and for the adrenal cortex hormone cor-
tisol, which is regulated by ACTH. Each
woman was assessed for depressive symp-
toms four times during pregnancy and on
average nine weeks after delivery. Out of
the 100 women, 16 developed postpartum
depression symptoms.

After taking prenatal depressive symp-
toms into consideration, the research-
ers looked to see whether there was any
link between pregnancy levels of CRH,
ACTH, or cortisol and the development
of postpartum depression symptoms.
They found only one link, and that con-
cerned CRH. An elevated level of CRH
at 25 weeks of pregnancy was a highly sig-
nificant predictor of postpartum depres-
sion—that is, it predicted postpartum
depression with an accuracy of 75 per-
cent and with a misclassification rate of
24 percent.

Although Yim and her colleagues
had anticipated that CRH might predict
postpartum depression, she “was sur-
prised at how robust this finding was,”
Yim told Psychiatric News. “I also did not
anticipate a timing effect. I would have
speculated that overall CRH exposure
throughout pregnancy would play a big-
ger role.”

Yim and her group will now attempt to
replicate their findings. If they manage to
do so, and if other groups manage to do
so as well, “it may be considered useful to
implement a CRH-postpartum depres-
sion screen into standard prenatal care,”
they wrote in their study report. “Because
blood draws to screen for gestational dia-
betes are typically performed at 24 to 28
weeks of gestation, a potential postpartum
depression screen could be completed at
the same time.”

Meanwhile, Yim and her colleagues
will attempt to determine why a large
surge in CRH around 25 weeks of preg-
nancy seems to predict postpartum

depression. They do know that the pla-
centa starts to churn out large amounts
of CRH around this time, supplementing
the amount of CRH that is already being
made by the hypothalamus. But why many
women who develop postpartum depres-
sion tend to produce even more CRH at
25 weeks of pregnancy than do women
who do not develop postpartum depres-
sion is not clear.

“This work is an exciting contribu-
tion in the area of postpartum depres-
sion,” Marlene Freeman, M.D., told Psy-
chiatric News. “It supports [the notion]
that women who suffer from postpar-
tum depression have a biological vul-
nerability, and that risk may be assessed
during pregnancy at a specific point. It
would be important to build upon this
work to determine how women at risk
for postpartum major depressive epi-
sodes might be clearly identified for
careful monitoring, early treatment,
and even prophylaxis.”

Freeman is a psychiatrist with a focus
on the interface between psychiatry and
obstetrics. She is affiliated with the Peri-
natal and Reproductive Psychiatry Clin-
ical Research Program at Massachusetts
General Hospital.

The study was funded by the National
Institute of Child Health and Human
Development.

An abstract of “Risk of Postpartum
Depressive Symptoms With Elevated Cor-
ticotropin-Releasing Hormone in Human
Pregnancy” is posted at <http://archpsyc.
ama-assn.org/cgi/content/abstract/66/2/
162>. &
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One MH Care Racial Disparity
Seems to Be Disappearing

Arace-related difference in visit duration was evident among visits financed
by Medicare but not other sources of payment.

he difference in outpa-

tient psychiatric office

visit duration for white

people and African Amer-

icans—a proxy for quality
of care—appears to have narrowed dra-
matically in recent years.

The average duration of outpatient vis-
its by African Americans between 2001 and
2006—adjusted to account for potentially
confounding patient, psychiatrist, and
practice characteristics—was 3.5 minutes
shorter than visits by white people, accord-
ing to a report in the February Archives of
General Psychiatry.

But that disparity is largely due to the
substantial gap of 7.4 minutes that existed in
the early years of the period, 2001 to 2004.
Between 2004 and 2006 the gap virtually
disappeared, dropping to 0.1 minute.

The analysis controlled for difference
in duration of visits for psychotherapy and
medication management, so that the racial
difference in visit duration during the five-
year period—as well as its significant nar-
rowing in the last three years of the study
period—was not mediated by psychother-
apy, use of medication, or changesin these
variables on the part of either racial group.

“Office visit duration can be thought of
as a proxy for clinical attention and there-
fore serves as a measure of quality of care,”
said study author Marc Olfson, M.D., a pro-
fessor of clinical psychiatry at Columbia
University College of Physicians and Sur-
geons and the New York State Psychiatric
Institute. “It’s heartening, because it seems
the differences between the races [with
regard to this variable] have all but disap-
peared in recent years. And that change is
not attributable to changes in rates of psy-
chotherapy or medication management.”

Nor can the closing of the gap in
visit duration be explained by an overall
decrease in visit length from the 2001-
2003 period to the 2003-2006 period. In
the first three years, the average adjusted
length of an office visit for white people
was 32.9 minutes; in the latter half of the
study period, that figure dropped only
slightly to 32.5 minutes.

But the average length of visits for Afri-
can Americans rose from 25.5 minutes in
the first three years to 32.4 minutes in the
later half of the study period.

“Weare leftwith a puzzle,” said Olfson. “I
can only speculate that perhaps there really
have been recent changes in public attitudes
with people, including psychiatrists, becom-
ing more comfortable talking across racial
groups about mental health problems.”

He noted that the study analyzes a
period when racial disparities in access
to and quality of care became a subject of
national focus. “It’s also true that there has
been a lot of attention devoted to this gen-
eral topic and a greater public awareness of
threats to the quality of health care posed
by racial disparities,” he said. “The nar-

BY MARK MORAN

rowing of the racial gap in visit duration in
recentyears is a welcome development, but
it’s not one that we can confidently assign
to any one particular cause.”

Data for the study were drawn from the
2001-2006 National Ambulatory Medical
Care Survey, a probability sample survey
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of office-based physicians in the United
States conducted by the Centers for Dis-
ease Control and Prevention’s National
Center for Health Statistics.

Physicians were instructed to fill out a
patient record form for each sampled visit.
The number of forms completed each year
by respondent psychiatrists ranged from
a low of 1,469 in 2003 to a high of 1,896
in 2004. A total of 7,094 office visits were
made by white patients, and 504 visits were
made by African-American patients.

The unadjusted mean duration of psychi-
atric outpatient visits by African-American
patients over the entire study period was 4.4
minutes shorter than thatof white patients
and 3.5 minutes shorter after controlling for
potential confounding variables.

'ch

Interestingly, a significant race-related
difference in visit duration was evident
among visits financed by Medicare but
not other sources of payment. Olfson
noted that African Americans are much
less likely to have private supplemental
insurance to cover charges above Medi-
care-approved amounts.

“It may be that additional reimburse-
ment from supplemental insurance con-
tributes to longer visits,” he told Psychi-
atric News. “It’s one area where there are
persisting differences.”

An abstract of “Racial Differences in
Visit Duration of Outpatient Psychi-
atric Visits” is posted at <bttp://archpsyc.
ama-assn.org/cgi/content/abstract/66/2/
214>. 1
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MAY NOT BE FAR BEHIND

Why wait? Recommend RISPERDAL® CONSTA®

as his next option.

e Recognize when doses are taken
* Intervene when they are missed

Risperdal CONSTA

ti r|Sper|dOﬁe Long-Acting Injection

NOW approved for deltoid administration ~

RISPERDAL® CONSTA® (risperidone) long-acting injection is indicated for the
treatment of schizophrenia.

IMPORTANT SAFETY INFORMATION FOR RISPERDAL® CONSTA®

FOR PATIENTS WITH SCHIZOPHRENIA —

WHEN HE MISSES DOSES, HIS SYMPTOMS —

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. Analyses of 17 placebo-controlled trials (modal
duration of 10 weeks), largely in patients taking atypical antipsychotic drugs,
revealed a risk of death in the drug-treated patients of between 1.6 to 1.7 times the
risk of death in placebo-treated patients. Over the course of a typical 10-week
controlled trial, the rate of death in drug-treated patients was about 4.5%, compared
to a rate of about 2.6% in the placebo group. Although the causes of death were
varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure,
sudden death) or infectious (e.g., pneumonia) in nature. Observational studies
suggest that, similar to atypical antipsychotic drugs, treatment with conventional
antipsychotic drugs may increase mortality. The extent to which the findings of
increased mortality in observational studies may be attributed to the antipsychotic
drug as opposed to some characteristic(s) of the patients is not clear.
RISPERDAL® CONSTA® (risperidone) is not approved for the treatment of patients
with dementia-related psychosis.

Cerebrovascular Adverse Events (CAEs): CAEs, including fatalities, have been
reported in elderly patients with dementia-related psychosis taking oral risperidone
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in clinical trials. The incidence of CAEs with risperidone was significantly higher
than with placebo. RISPERDAL® CONSTA® is not approved for the treatment of
patients with dementia-related psychosis.

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

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

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

Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors,
RISPERDAL® CONSTA® elevates prolactin levels and the elevation persists during
chronic administration. Risperidone is associated with higher levels of prolactin
elevation than other antipsychotic agents.

Orthostatic Hypotension: RISPERDAL® CONSTA® may induce orthostatic hypotension
associated with dizziness, tachycardia, and in some patients, syncope, especially
during the initial dose-titration period. Monitoring should be considered in patients for
whom this may be of concern. RISPERDAL® CONSTA® should be used with caution in
patients with known cardiovascular disease, and conditions that would predispose
patients to hypotension.

Potential for Cognitive and Motor Impairment: RISPERDAL® CONSTA® has the
potential to impair judgment, thinking, or motor skills. Patients should be cautioned
about operating hazardous machinery, including motor vehicles, until they are
reasonably certain that RISPERDAL® CONSTA® does not affect them adversely.

Seizures: RISPERDAL® CONSTA® should be used cautiously in patients with a history
of seizures.

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

X Janssen.

Division of Ortho-McNeil-Janssen
Pharmaceuticals, Inc.

© Ortho-McNeil-Janssen Pharmaceuticals, Inc. 2009
January 2009  01CS1026ER1

Administration: Care should be taken to avoid inadvertent injection into a blood
vessel.

Extrapyramidal Symptoms (EPS): The overall incidence of EPS-related adverse events
in patients treated with 25 mg and 50 mg of RISPERDAL® CONSTA® and placebo,
respectively, were akathisia* (4%, 11%, 6%), Parkinsonism' (8%, 15%, 9%) and tremor
(0%, 3%, 0%).

* Akathisia and restlessness
T Extrapyramidal disorder, musculoskeletal stiffness, muscle rigidity, and bradykinesia

Weight Gain: In a 12-week trial, the percentage of patients experiencing weight gain
(>7% of baseline body weight) was 6% placebo versus 9% RISPERDAL® CONSTA®.

Maintenance Treatment: Patients should be periodically reassessed to determine the
need for continued treatment.

Commonly Observed Adverse Reactions for RISPERDAL® CONSTA®: The most
common adverse reactions in clinical trials (=5%) were headache, Parkinsonism,
dizziness, akathisia, fatigue, constipation, dyspepsia, sedation, weight increase, pain
in extremities, and dry mouth.

01CS08008R1

Please see accompanying brief summary of full
Prescribing Information for RISPERDAL® CONSTA®.

Visit our Web site at risperdalconsta.com.



RISPERDAL® CONSTA®

(risperidone) LONG-ACTING INJECTION

Brief Summary
BEFORE PRESCRIBING RISPERDAL® CONSTA®, PLEASE SEE FULL PRESCRIBING INFORMATION, INCLUDING BOXED
WARNING.

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of 10 weeks),
largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated
patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course
of a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%,
compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied,
most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or
infectious (e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical
antipsychotic drugs, treatment with conventional antipsychotic drugs may increase mortality. The
extent to which the findings of increased mortality in observational studies may be attributed
to the antipsychotic drug as opposed to some characteristic(s) of the patients is not clear.
RISPERDAL® CONSTA® (risperidone) is not approved for the treatment of patients with dementia-
related psychosis. [See Warnings and Precautions]

RISPERDAL® CONSTA® (risperidone) is indicated for the treatment of schizophrenia [see Clinical Studies
in full PI].

CONTRAINDICATIONS: RISPERDAL® CONSTA® (risperidone) is contraindicated in patients with a known
hypersensitivity to the product.

WARNINGS AND PRECAUTIONS: Increased Mortality in Elderly Patients with Dementia-Related
Psychosis

Elderly patients with dementia-related psychesis treated with antipsychetic drugs are at an increased
risk of death. RISPERDAL® CONSTA® (risperidone) is not approved for the treatment of dementia-related
psychosis (see Boxed Warning).

Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related Psychosis:
Cerebrovascular adverse events (e.g., stroke, transientischemic attack), including fatalities, were reported
in patients (mean age 85 years; range 73-97) in trials of oral risperidone in elderly patients with dementia-
related psychosis. In placebo-controlled trials, there was a significantly higher incidence of
cerebrovascular adverse events in patients treated with oral risperidone compared to patients treated with
placebo. RISPERDAL® CONSTA® is not approved for the treatment of patients with dementia-related
psychosis [See also Boxed Warning and Warnings and Precautions] Neuroleptic Malignant Syndrome
(NMS): A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability (irregular pulse
or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. 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. Tardive Dyskinesia: A syndrome of potentially irreversible,
involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. The risk of
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to increase
as the duration of treatment and the total cumulative dose of antipsychotic drugs administered to the patient
increase. However, the syndrome can develop, although much less commonly, after relatively 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.
RISPERDAL® CONSTA® should be prescribed in a manner that is most likely to minimize the occurrence of
tardive dyskinesia. In patients who do require chronic treatment, the smallest dose and the shortest duration
of treatment producing a satisfactory clinical response should be sought. The need for continued treatment
should be reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient treated
with RISPERDAL® CONSTA®, drug discontinuation should be considered. Hyperglycemia and Diabetes
Mellitus: Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma
or death, has been reported in patients treated with atypical antipsychotics including RISPERDAL®. Patients
with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should be
monitored regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g.,
obesity, family history of diabetes) who are starting treatment with atypical antipsychotics should undergo
fasting blood glucose testing at the beginning of treatment and periodically during treatment.
Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, risperidone elevates
prolactin levels and the elevation persists during chronic administration. Neither clinical studies nor
epidemiologic studies conducted to date have shown an association between chronic administration of
this class of drugs and tumorigenesis in humans; the available evidence is considered too limited to be
conclusive at this time. Orthostatic Hypotension: RISPERDAL® CONSTA® may induce orthostatic
hypotension associated with dizziness, tachycardia, and in some patients, syncope, especially during the
initial dose-titration period with oral risperidone, probably reflecting its alpha-adrenergic antagonistic
properties. Syncope was reported in 0.8% (12/1499 patients) of patients treated with RISPERDAL® CONSTA®
in multiple-dose studies. Patients should be instructed in nonpharmacologic interventions that help to
reduce the occurrence of orthostatic hypotension (e.g., sitting on the edge of the bed for several minutes
before attempting to stand in the morning and slowly rising from a seated position). RISPERDAL® CONSTA®
should be used with particular caution in (1) patients with known cardiovascular disease (history of
myocardial infarction or ischemia, heart failure, or conduction abnormalities), cerebrovascular disease,
and conditions which would predispose patients to hypotension, e.g., dehydration and hypovolemia, and
(2) in the elderly and patients with renal or hepatic impairment. Monitoring of orthostatic vital signs should
be considered in all such patients, and a dose reduction should be considered if hypotension occurs.
Clinically significant hypotension has been observed with concomitant use of oral RISPERDAL® and
antihypertensive medication. Potential for Cognitive and Motor Impairment: Somnolence was reported
by 5% of patients treated with RISPERDAL® CONSTA® in multiple-dose trials. Patients should be cautioned
about operating hazardous machinery, including automobiles, until they are reasonably certain that
treatment with RISPERDAL® CONSTA® does not affect them adversely. Seizures: During premarketing
testing, seizures occurred in 0.3% (5/1499 patients) of patients treated with RISPERDAL® CONSTA®.
Therefore, RISPERDAL® CONSTA® should be used cautiously in patients with a history of seizures.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer's
dementia. RISPERDAL® CONSTA® and other antipsychotic drugs should be used cautiously in patients at
risk for aspiration pneumonia. [See also Boxed Warning and Warnings and Precautions] Priapism:
Priapism has been reported during postmarketing surveillance [see Adverse Reactions]. Severe priapism
may require surgical intervention. Thrombotic Thrombocytopenic Purpura (TTP): A single case of TTP
was reported in a 28 year-old female patient receiving oral RISPERDAL® in a large, open premarketing
experience (approximately 1300 patients). She experienced jaundice, fever, and bruising, but eventually
recovered after receiving plasmapheresis. The relationship to RISPERDAL® therapy is unknown. Body
Temperature Regulation: Disruption of body temperature regulation has been attributed to antipsychotic
agents. Both hyperthermia and hypothermia have been reported in association with oral RISPERDAL® or
RISPERDAL® CONSTA® use. Caution is advised when prescribing RISPERDAL® CONSTA® for patients
who will be exposed to temperature extremes. Administration: RISPERDAL® CONSTA® should be injected
into the deltoid or gluteal muscle, and care must be taken to avoid inadvertent injection into a blood vessel.
[See Dosage and Administration in full Pl and Adverse Reactions] Antiemetic Effect: Risperidone has an
antiemetic effect in animals; this effect may also occur in humans, and may mask signs and symptoms of
overdosage with certain drugs or of conditions such as intestinal obstruction, Reye’s syndrome, and brain
tumor. Suicide: The possibility of a suicide attempt is inherent in schizophrenia, and close supervision of
high-risk patients should accompany drug therapy. RISPERDAL® CONSTA® s to be administered by a health
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care professional [see Dosage and Administration in full Pl]; therefore, suicide due to an overdose is
unlikely. Use in Patients with Concomitant lliness: Clinical experience with RISPERDAL® CONSTA® in
patients with certain concomitant systemic illnesses is limited. Patients with Parkinson's Disease or
Dementia with Lewy Bodies who receive antipsychotics, including RISPERDAL® CONSTA®, are reported
to have anincreased sensitivity to antipsychotic medications. Manifestations of this increased sensitivity
have been reported to include confusion, obtundation, postural instability with frequent falls,
extrapyramidal symptoms, and clinical features consistent with the neuroleptic malignant syndrome.
Caution is advisable when using RISPERDAL® CONSTA® in patients with diseases or conditions that could
affect metabolism or hemodynamic responses. Increased plasma concentrations of risperidone
and 9-hydroxyrisperidone occur in patients with severe renal impairment (creatinine clearance
<30 mL/min/1.73 m?) treated with oral RISPERDAL®; an increase in the free fraction of risperidone is also
seen in patients with severe hepatic impairment. Patients with renal or hepatic impairment should be
carefully titrated on oral RISPERDAL® before treatment with RISPERDAL® CONSTA® is initiated at a dose
of 25 mg. A lower initial dose of 12.5 mg may be appropriate when clinical factors warrant dose adjustment,
such as in patients with renal or hepatic impairment [see Dosage and Administration in full PI].
Osteodystrophy and Tumors in Animals: RISPERDAL® CONSTA® produced osteodystrophy in male and
female rats in a 1-year toxicity study and a 2-year carcinogenicity study at a dose of 40 mg/kg administered
IM every 2 weeks. RISPERDAL® CONSTA® produced renal tubular tumors (adenoma, adenocarcinoma)
and adrenomedullary pheochromocytomas in male rats in the 2-year carcinogenicity study at 40 mg/kg
administered IM every 2 weeks. In addition, RISPERDAL® CONSTA® produced an increase in a marker of
cellular proliferation in renal tissue in males in the 1-year toxicity study and in renal tumor-bearing males
in the 2-year carcinogenicity study at 40 mg/kg administered IM every 2 weeks. Neither the renal or
adrenal tumors, nor osteodystrophy, were seen in studies of orally administered risperidone.
Osteodystrophy was not observed in dogs at doses up to 14 times (based on AUC) the IM MRHD in a
1-year toxicity study. The renal tubular and adrenomedullary tumors in male rats and other tumor findings
are described in more detail in Nonclinical Toxicology in full PI. The relevance of these findings to human
risk is unknown. Monitoring: Laboratory Tests: No specific laboratory tests are recommended.

ADVERSE REACTIONS: The following are discussed in more detail in Boxed Warning and Warnings and
Precautions sections of the labeling: * Increased mortality in elderly patients with dementia-related
psychosis * Cerebrovascular adverse events, including stroke, in elderly patients with dementia-related
psychosis ® Neuroleptic malignant syndrome e Tardive dyskinesia ® Hyperglycemia and diabetes mellitus
*Hyperprolactinemia e Orthostatic hypotension ¢ Potential for cognitive and motor impairment e Seizures
¢ Dysphagia ° Priapism ¢ Thrombotic Thrombocytopenic Purpura (TTP) e Disruption of body temperature
regulation ¢ Avoidance of inadvertent injection into a blood vessel e Antiemetic effect ¢ Suicide
* Increased sensitivity in patients with Parkinson’s disease or those with dementia with Lewy bodies
* Diseases or conditions that could affect metabolism or hemodynamic responses ¢ Osteodystrophy and
tumors in animals The most common adverse reactions in clinical trials (= 5%) were: headache,
parkinsonism, dizziness, akathisia, fatigue, constipation, dyspepsia, sedation, weight increased, pain in
extremity, and dry mouth. The most common adverse reactions that were associated with discontinuation
from the 12-week double-blind, placebo-controlled (causing discontinuation in > 1% of patients) were
agitation, depression, anxiety, and akathisia [see Adverse Reactions]. The data described in this section
are derived from a clinical trial database consisting of 2392 patients exposed to one or more doses of
RISPERDAL® CONSTA® for the treatment of schizophrenia. Of these 2392 patients, 332 were patients who
received RISPERDAL® CONSTA® while participating in a 12-week double-blind, placebo-controlled trial.
Two hundred two (202) of the 332 were schizophrenia patients who received 25 mg or 50 mg
RISPERDAL® CONSTA®. The conditions and duration of treatment with RISPERDAL® CONSTA® varied
greatly and included (in overlapping categories) double-blind, fixed- and flexible-dose, placebo- or active-
controlled studies and open-label phases of studies, inpatients and outpatients, and short-term (up to
12 weeks) and longer-term (up to 4 years) exposures. Safety was assessed by collecting adverse events
and performing physical examinations, vital signs, body weights, laboratory analyses, and ECGs. Adverse
events during exposure to study treatment were obtained by general inquiry and recorded by clinical
investigators using their own terminology. Consequently, to provide a meaningful estimate of the proportion
of individuals experiencing adverse events, events were grouped in standardized categories using
MedDRA terminology. Throughout this section, adverse reactions are reported. Adverse reactions are
adverse events that were considered to be reasonably associated with the use of RISPERDAL® CONSTA®
(adverse drug reactions) based on the comprehensive assessment of the available adverse event
information. A causal association for RISPERDAL® CONSTA® often cannot be reliably established in
individual cases. Further, because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in clinical practice. The majority of all adverse
reactions were mild to moderate in severity. Commonly-Observed Adverse Reactions in Double-Blind,
Placebo-Controlled Clinical Trials: Table 1 lists the adverse reactions reported in 2% or more of
RISPERDAL® CONSTA®-treated patients with schizophrenia in one 12-week double-blind, placebo-
controlled trial. Table 1. Adverse Reactions in > 2% of RISPERDAL® CONSTA®-Treated Patients with
Schizophrenia in a 12-Week Double-Blind, Placebo-Controlled Trial: System Organ Class, Percentage
of Patients Reporting Event RISPERDAL® CONSTA® 25mg (N=99) first, 50 mg (N=103) second, Placebo
(N=98) third, Adverse Reaction, Eye disorders: Vision blurred 2, 3, 0; Gastrointestinal disorders:
Constipation 5, 7, 1; Dry mouth 0, 7, 1; Dyspepsia 6, 6, 0; Nausea 3, 4, 5; Toothache 1, 3, 0: Salivary
hypersecretion 4, 1, 0; General disorders and administration site conditions: Fatigue* 3, 9, 0; Edema
peripheral 2, 3, 1; Pain 4, 1, 0; Pyrexia 2, 1, 0; Infections and infestations: Upper respiratory tract infection
2,0, 1; Investigations: Weightincreased 5, 4, 2; Weight decreased 4, 1, 1; Musculoskeletal and connective
tissue disorders: Pain in extremity 6, 2, 1, Nervous system disorders: Headache 15, 21, 12; Parkinsonism*
8,15, 9; Dizziness 7, 11, 6; Akathisia* 4, 11, 6; Sedation* 5, 6, 3; Tremor 0, 3, 0; Syncope 2, 1, 0; Hypoesthesia
2,0, 0; Respiratory, thoracic and mediastinal disorders: Cough 4, 2, 3; Sinus congestion 2, 0, 0; Skin and
subcutaneous tissue disorders: Acne 2, 2, 0; Dry skin 2, 0, 0. * Fatigue includes fatigue and asthenia.
Parkinsonism includes extrapyramidal disorder, musculoskeletal stiffness, muscle rigidity, and
bradykinesia. Akathisia includes akathisia and restlessness. Sedation includes sedation and somnolence.
Other Adverse Reactions Observed During the Premarketing Evaluation of RISPERDAL® CONSTA®: The
following adverse reactions occurred in < 2% of the patients in the above 12-week double-blind,
placebo-controlled trial. In addition, the following also includes adverse reactions reported in
RISPERDAL® CONSTA®-treated patients who participated in other studies, including double-blind, active-
controlled and open-label studies in schizophrenia. Blood and lymphatic system disorders: anemia,
neutropenia Cardiac disorders: tachycardia, atrioventricular block first degree, palpitations, sinus
bradycardia, bundle branch block left, bradycardia, sinus tachycardia, bundle branch block right Ear and
labyrinth disorders: ear pain, vertigo Endocrine disorders: hyperprolactinemia Eye disorders:
conjunctivitis Gastrointestinal disorders: diarrhea, vomiting, abdominal pain, stomach discomfort, gastritis
General disorders and administration site conditions: injection site pain, chest discomfort, chest pain,
influenza like iliness, sluggishness, malaise, induration, injection site induration, injection site reaction
Immune system disorders: hypersensitivity Infections and infestations: nasopharyngitis, influenza,
bronchitis, urinary tract infection, rhinitis, ear infection, pneumonia, lower respiratory tract infection,
pharyngitis, sinusitis, viral infection, infection, localized infection, cystitis, gastroenteritis, subcutaneous
abscess Injury and poisoning: fall, procedural pain Investigations: blood prolactin increased, alanine
aminotransferase increased, electrocardiogram abnormal, gamma-glutamyl transferase increased, blood
glucose increased, hepatic enzyme increased, aspartate aminotransferase increased Metabolism and
nutritional disorders: increased appetite, decreased appetite Musculoskeletal, connective tissue and
bone disorders: myalgia, back pain, arthralgia, buttock pain, muscular weakness, neck pain,
musculoskeletal chest pain Nervous system disorders: dyskinesia, dystonia, tardive dyskinesia, drooling,
paresthesia, dizziness postural, convulsion Psychiatric disorders: insomnia, agitation, anxiety, sleep
disorder, depression, libido decreased, nervousness Renal and urinary disorders: urinary incontinence
Reproductive system and breast disorders: amenorrhea, erectile dysfunction, galactorrhea, sexual
dysfunction, gynecomastia Respiratory, thoracic and mediastinal disorders: nasal congestion,
pharyngolaryngeal pain, dyspnea, rhinorrhea Skin and subcutaneous tissue disorders: rash, eczema,
pruritus Vascular disorders: hypertension, hypotension, orthostatic hypotension Discontinuations Due to
Adverse Reactions: Approximately 11% (22/202) of RISPERDAL® CONSTA®-treated patients in the 12-week
double-blind, placebo-controlled trial discontinued treatment due to an adverse event, compared with 13%
(13/98) who received placebo. The adverse reactions associated with discontinuation in two or more
RISPERDAL® CONSTA®-treated patients were: agitation (3%), depression (2%), anxiety (1%), and akathisia



(1%). Dose Dependency of Adverse Reactions in Clinical Trials: Extrapyramidal Symptoms: Two methods
were used to measure extrapyramidal symptoms (EPS) in the 12-week double-blind, placebo-controlled
trial comparing three doses of RISPERDAL® CONSTA® (25 mg, 50 mg, and 75 mg) with placebo, including:
(1) the incidence of spontaneous reports of EPS symptoms; and (2) the change from baseline to endpoint
on the total score (sum of the subscale scores for Parkinsonism, dystonia, and dyskinesia) of the
Extrapyramidal Symptom Rating Scale (ESRS). As shown in Table 1, the overall incidence of EPS-related
adverse reactions (akathisia, dystonia, Parkinsonism, and tremor) in patients treated with 25 mg
RISPERDAL® CONSTA® was comparable to that of patients treated with placebo; the incidence of EPS-
related adverse reactions was higher in patients treated with 50 mg RISPERDAL® CONSTA®. The median
change from baseline to endpoint in total ESRS score showed no worsening in patients treated with
RISPERDAL® CONSTA® compared with patients treated with placebo: 0 (placebo group); -1 (25-mg group,
significantly less than the placebo group); and 0 (50-mg group). Dystonia: Class Effect: Symptoms of
dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible individuals during
the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes
progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion of the
tongue. While these symptoms can occur at low doses, they occur more frequently and with greater
severity with high potency and at higher doses of first generation antipsychotic drugs. An elevated risk
of acute dystonia is observed in males and younger age groups. Changes in Body Weight: In the 12-week
double-blind, placebo-controlled trial, 9% of patients treated with RISPERDAL® CONSTA®, compared with
6% of patients treated with placebo, experienced a weight gain of >7% of body weight at endpoint.
Changes in ECG: The electrocardiograms of 202 schizophrenic patients treated with 25 mg or 50 mg
RISPERDAL® CONSTA® and 98 schizophrenic patients treated with placebo in the 12-week double-blind,
placebo-controlled trial were evaluated. Compared with placebo, there were no statistically significant
differences in QTc intervals (using Fridericia’s and linear correction factors) during treatment with
RISPERDAL® CONSTA®. Pain Assessment and Local Injection Site Reactions: The mean intensity of
injection pain reported by patients using a visual analog scale (0 = no pain to 100 = unbearably painful)
decreased in all treatment groups from the first to the last injection (placebo: 16.7 to 12.6; 25 mg: 12.0 to
9.0; 50 mg: 18.2to 11.8). After the sixth injection (Week 10), investigator ratings indicated that 1% of patients
treated with 25 mg or 50 mg RISPERDAL® CONSTA® experienced redness, swelling, or induration at the
injection site. In a separate study to observe local-site tolerability in which RISPERDAL® CONSTA® was
administered into the deltoid muscle every 2 weeks over a period of 8 weeks, no patient discontinued
treatment due to local injection site pain or reaction. Clinician ratings indicated that only mild redness,
swelling, or induration at the injection site was observed in subjects treated with 37.5 mg or 50 mg
RISPERDAL® CONSTA® at 2 hours after deltoid injection. All ratings returned to baseline at the predose
assessment of the next injection 2 weeks later. No moderate or severe reactions were observed in any
subject. Postmarketing Experience: The following adverse reactions have been identified during
postapproval use of risperidone; because these reactions are reported voluntarily from a population of
uncertain size, it is not possible to reliably estimate their frequency: agranulocytosis, alopecia,
anaphylactic reaction, angioedema, atrial fibrillation, diabetic ketoacidosis in patients with impaired
glucose metabolism, inappropriate antidiuretic hormone secretion, hypothermia, intestinal obstruction,
jaundice, mania, pancreatitis, priapism, QT prolongation, sleep apnea syndrome, thrombocytopenia, and
water intoxication. In addition, the following adverse reactions have been observed during postapproval
use of RISPERDAL® CONSTA®: cerebrovascular disorders, including cerebrovascular accidents, and
diabetes mellitus aggravated. Retinal artery occlusion after injection of RISPERDAL® CONSTA® has been
reported during postmarketing surveillance. This has been reported in the presence of abnormal
arteriovenous anastomosis. Serious injection site reactions including abscess, cellulitis, cyst, hematoma,
necrosis, nodule, and ulcer have been reported with RISPERDAL® CONSTA® during postmarketing
surveillance. Isolated cases required surgical intervention.

DRUG INTERACTIONS: The interactions of RISPERDAL® CONSTA® with coadministration of other drugs
have not been systematically evaluated. The drug interaction data provided in this section is based on
studies with oral RISPERDAL®. Centrally-Acting Drugs and Alcohol: Given the primary CNS effects of
risperidone, caution should be used when RISPERDAL® CONSTA® is administered in combination with
other centrally-acting drugs or alcohol. Drugs with Hypotensive Effects: Because of its potential for
inducing hypotension, RISPERDAL® CONSTA® may enhance the hypotensive effects of other therapeutic
agents with this potential. Levodopa and Dopamine Agonists: RISPERDAL® CONSTA® may antagonize
the effects of levodopa and dopamine agonists. Amitriptyline: Amitriptyline did not affect the
pharmacokinetics of risperidone or of risperidone and 9-hydroxyrisperidone combined following
concomitant administration with oral RISPERDAL®. Cimetidine and Ranitidine: Cimetidine and ranitidine
increased the bioavailability of oral risperidone by 64% and 26%, respectively. However, cimetidine did
not affect the AUC of risperidone and 9-hydroxyrisperidone combined, whereas ranitidine increased the
AUC of risperidone and 9-hydroxyrisperidone combined by 20%. Clozapine: Chronic administration of
clozapine with risperidone may decrease the clearance of risperidone. Lithium: Repeated doses of oral
RISPERDAL® (3 mg twice daily) did not affect the exposure (AUC) or peak plasma concentrations (Cp,ay)
of lithium (n=13). Valproate: Repeated doses of oral RISPERDAL® (4 mg once daily) did not affect the pre-
dose or average plasma concentrations and exposure (AUC) of valproate (1000 mg/day in three divided
doses) compared to placebo (n=21). However, there was a 20% increase in valproate peak plasma
concentration (C,,.,) after concomitant administration of oral RISPERDAL®. Digoxin: Oral RISPERDAL®
(0.25 mg twice daily) did not show a clinically relevant effect on the pharmacokinetics of digoxin.
Topiramate: Oral RISPERDAL® administered at doses from 1-6 mg/day concomitantly with topiramate
400 mg/day resulted in a 23% decrease in risperidone Cmax and a 33% decrease in risperidone
AUCq.12 hour at steady state. Minimal reductions in the exposure to risperidone and 9-hydroxyrisperidone
combined, and no change for 9-hydroxyrisperidone were observed. This interaction is unlikely to be of
clinical significance. There was no clinically relevant effect of oral RISPERDAL® on the pharmacokinetics
of topiramate. Drugs That Inhibit CYP 2D6 and Other CYP Isozymes: Risperidone is metabolized to
9-hydroxyrisperidone by CYP 2D6, an enzyme that is polymorphic in the population and that can be inhibited
by a variety of psychotropic and other drugs [see Clinical Pharmacology in full Pl]. Drug interactions that
reduce the metabolism of risperidone to 9-hydroxyrisperidone would increase the plasma concentrations
of risperidone and lower the concentrations of 9-hydroxyrisperidone. Analysis of clinical studies involving
a modest number of poor metabolizers (n=70 patients) does not suggest that poor and extensive
metabolizers have different rates of adverse effects. No comparison of effectiveness in the two groups
has been made. /n vitro studies showed that drugs metabolized by other CYP isozymes, including 1A1,
1A2, 2C9, 2C19, and 3A4, are only weak inhibitors of risperidone metabolism. Fluoxetine and Paroxetine:
Fluoxetine (20 mg once daily) and paroxetine (20 mg once daily), CYP 2D6 inhibitors, have been shown to
increase the plasma concentration of risperidone 2.5-2.8 fold and 3-9 fold respectively. Fluoxetine did not
affect the plasma concentration of 9-hydroxyrisperidone. Paroxetine lowered the concentration of
9-hydroxyrisperidone by about 10%. When either concomitant fluoxetine or paroxetine is initiated or
discontinued, the physician should re-evaluate the dose of RISPERDAL® CONSTA®. When initiation of
fluoxetine or paroxetine is considered, patients may be placed on a lower dose of RISPERDAL® CONSTA®
between 2 to 4 weeks before the planned start of fluoxetine or paroxetine therapy to adjust for the expected
increase in plasma concentrations of risperidone. When fluoxetine or paroxetine is initiated in patients
receiving the recommended dose of 25 mg RISPERDAL® CONSTAG®, it is recommended to continue treatment
with the 25-mg dose unless clinical judgment necessitates lowering the RISPERDAL® CONSTA® dose to
12.5 mg or necessitates interruption of RISPERDAL® CONSTA® treatment. When RISPERDAL® CONSTA® is
initiated in patients already receiving fluoxetine or paroxetine, a starting dose of 12.5 mg can be considered.
The efficacy of the 12.5 mg dose has not been investigated in clinical trials. [See also Dosage and
Administration in full Pl]. The effects of discontinuation of concomitant fluoxetine or paroxetine therapy on
the pharmacokinetics of risperidone and 9-hydroxyrisperidone have not been studied. Erythromycin: There
were no significant interactions between oral RISPERDAL® and erythromycin. Carbamazepine and Other
CYP 3A4 Enzyme Inducers: Carbamazepine co-administration with oral RISPERDAL® decreased the steady-
state plasma concentrations of risperidone and 9-hydroxyrisperidone by about 50%. Plasma concentrations
of carbamazepine did not appear to be affected. Co-administration of other known CYP 3A4 enzyme inducers
(e.g., phenytoin, rifampin, and phenobarbital) with risperidone may cause similar decreases in the combined
plasma concentrations of risperidone and 9-hydroxyrisperidone, which could lead to decreased efficacy of
RISPERDAL® CONSTA® treatment. At the initiation of therapy with carbamazepine or other known hepatic
enzyme inducers, patients should be closely monitored during the first 4-8 weeks, since the dose of
RISPERDAL® CONSTA® may need to be adjusted. A dose increase, or additional oral RISPERDAL®, may
need to be considered. On discontinuation of carbamazepine or other CYP 3A4 hepatic enzyme inducers,

the dosage of RISPERDAL® CONSTA® should be re-evaluated and, if necessary, decreased. Patients may
be placed on a lower dose of RISPERDAL® CONSTA® between 2 to 4 weeks before the planned
discontinuation of carbamazepine or other CYP 3A4 enzyme inducers to adjust for the expected increase
in plasma concentrations of risperidone plus 9-hydroxyrisperidone. For patients treated with the
recommended dose of 25 mg RISPERDAL® CONSTA® and discontinuing from carbamazepine or other CYP
3A4 enzyme inducers, it is recommended to continue treatment with the 25-mg dose unless clinical
judgment necessitates lowering the RISPERDAL® CONSTA® dose to 12.5 mg or necessitates interruption
of RISPERDAL® CONSTA® treatment. The efficacy of the 12.5 mg dose has not been investigated in clinical
trials. [See also Dosage and Administration in full PI] Drugs Metabolized by CYP 2D6: /n vitro studies
indicate that risperidone is a relatively weak inhibitor of CYP 2D6. Therefore, RISPERDAL® CONSTA® is
not expected to substantially inhibit the clearance of drugs that are metabolized by this enzymatic
pathway. In drug interaction studies, oral RISPERDAL® did not significantly affect the pharmacokinetics
of donepezil and galantamine, which are metabolized by CYP 2D6.

USE IN SPECIFIC POPULATIONS: Pregnancy: Pregnancy Category C.: The teratogenic potential of oral
risperidone was studied in three embryofetal development studies in Sprague-Dawley and Wistar rats (0.63-
10 mg/kg or 0.4 to 6 times the oral maximum recommended human dose [MRHD] on a mg/m? basis) and in
one embryofetal development study in New Zealand rabbits (0.31-5 mg/kg or 0.4 to 6 times the oral MRHD
on a mg/m? hasis). The incidence of malformations was not increased compared to control in offspring of
rats or rabbits given 0.4 to 6 times the oral MRHD on a mg/m? basis. In three reproductive studies in rats (two
peri/post-natal development studies and a multigenerational study), there was an increase in pup deaths
during the first 4 days of lactation at doses of 0.16-5 mg/kg or 0.1 to 3 times the oral MRHD on a mg/m? basis.
Itis not known whether these deaths were due to a direct effect on the fetuses or pups or to effects on the
dams. There was no no-effect dose for increased rat pup mortality. In one peri/post-natal development study,
there was an increase in stillborn rat pups at a dose of 2.5 mg/kg or 1.5 times the oral MRHD on a mg/m?
basis. In a cross-fostering study in Wistar rats, toxic effects on the fetus or pups, as evidenced by a decrease
in the number of live pups and an increase in the number of dead pups at birth (Day 0), and a decrease in
birth weight in pups of drug-treated dams were observed. In addition, there was an increase in deaths by
Day 1 among pups of drug-treated dams, regardless of whether or not the pups were cross-fostered.
Risperidone also appeared to impair maternal behavior in that pup body weight gain and survival (from Days
1to 4 of lactation) were reduced in pups born to control but reared by drug-treated dams. These effects
were all noted at the one dose of risperidone tested, i.e., 5 mg/kg or 3 times the oral MRHD on a mg/m? basis.
No studies were conducted with RISPERDAL® CONSTA®. Placental transfer of risperidone occurs in rat
pups. There are no adequate and well-controlled studies in pregnant women. However, there was one report
of a case of agenesis of the corpus callosum in an infant exposed to risperidone in utero. The causal
relationship to oral RISPERDAL® therapy is unknown. Reversible extrapyramidal symptoms in the neonate
were observed following postmarketing use of risperidone during the last trimester of pregnancy.
RISPERDAL® CONSTA® should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Labor and Delivery: The effect of RISPERDAL® CONSTA® on labor and delivery in humans
is unknown. Nursing Mothers: Risperidone and 9-hydroxyrisperidone are also excreted in human breast
milk. Therefore, women should not breast-feed during treatment with RISPERDAL® CONSTA® and for at
least 12 weeks after the lastinjection. Pediatric Use: RISPERDAL® CONSTA® has not been studied in children
younger than 18 years old. Geriatric Use: In an open-label study, 57 clinically stable, elderly patients
(= 65 years old) with schizophrenia or schizoaffective disorder received RISPERDAL® CONSTA® every
2 weeks for up to 12 months. In general, no differences in the tolerability of RISPERDAL® CONSTA® were
observed between otherwise healthy elderly and nonelderly patients. Therefore, dosing recommendations
for otherwise healthy elderly patients are the same as for nonelderly patients. Because elderly patients
exhibit a greater tendency to orthostatic hypotension than nonelderly patients, elderly patients should be
instructed in nonpharmacologic interventions that help to reduce the occurrence of orthostatic hypotension
(e.g., sitting on the edge of the bed for several minutes before attempting to stand in the morning and slowly
rising from a seated position). In addition, monitoring of orthostatic vital signs should be considered in elderly
patients for whom orthostatic hypotension is of concern [see Warnings and Precautions]. Concomitant use
with Furosemide in Elderly Patients with Dementia-Related Psychosis: In two of four placebo-controlled
trials in elderly patients with dementia-related psychosis, a higher incidence of mortality was observed in
patients treated with furosemide plus oral risperidone when compared to patients treated with oral
risperidone alone or with oral placebo plus furosemide. No pathological mechanism has been identified to
explain this finding, and no consistent pattern for cause of death was observed. An increase of mortality in
elderly patients with dementia-related psychosis was seen with the use of oral risperidone regardless of
concomitant use with furosemide. RISPERDAL® CONSTA® is not approved for the treatment of patients with
dementia-related psychosis. [See Boxed Warning and Warnings and Precautions]

PATIENT COUNSELING INFORMATION: Physicians are advised to discuss the following issues with
patients for whom they prescribe RISPERDAL® CONSTA®. Orthostatic Hypotension: Patients should be
advised of the risk of orthostatic hypotension and instructed in nonpharmacologic interventions that help
to reduce the occurrence of orthostatic hypotension (e.g., sitting on the edge of the bed for several minutes
before attempting to stand in the morning and slowly rising from a seated position) [see Warnings and
Precautions]. Interference with Cognitive and Motor Performance: Because RISPERDAL® CONSTA® has
the potential to impair judgment, thinking, or motor skills, patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably certain that treatment with
RISPERDAL® CONSTA® does not affect them adversely [see Warnings and Precautions]. Pregnancy:
Patients should be advised to notify their physician if they become pregnant or intend to become pregnant
during therapy and for at least 12 weeks after the last injection of RISPERDAL® CONSTA® [see Use in
Specific Populations]. Nursing: Patients should be advised not to breast-feed an infant during treatment
and for at least 12 weeks after the last injection of RISPERDAL® CONSTA® [see Use in Specific
Populations]. Concomitant Medication: Patients should be advised to inform their physicians if they are
taking, or plan to take, any prescription or over-the-counter drugs, since there is a potential for interactions
[see Drug Interactions]. Alcohol: Patients should be advised to avoid alcohol during treatment with
RISPERDAL® CONSTA® [see Drug Interactions].
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What Does Left Hand Know
That Right Hand Doesn’t?

Many accomplished people have been, or are, left-handed. But left-hand-
edness also has another side, psychiatric research suggests.

n January 20, Barack

Obama was sworn in as

president of the United

States. [t was a triumphant

day not just for Demo-
crats, African Americans, and Americans
who wanted a leadership change, but for
left-handed Americans. The reason? Only
10 percent of the American population
is left-handed, and Obama is one of this
minority group.

In fact, four of the past six presi-
dents—Gerald Ford, Ronald Reagan,
George HW. Bush, and Bill Clinton—
were also left-handed, demonstrating
that in spite of the age-old prejudice
and discrimination against left-handed
individuals, “lefties may have the right
cerebral stuff.” Moreover, many other
famous people have been, or are, left-
handed—the Roman general Julius Cae-
sar, the Renaissance painter Michelan-
gelo, American novelist Mark Twain,
Beatle Paul McCartney, television mogul
Oprah Winfrey, and Supreme Court Jus-
tice Ruth Bader Ginsberg.

Some scientific studies also attest to
the positive mental aspects of being left-
handed or ambidextrous.

Two Pakistani researchers explored
the effect of handedness on the intel-
ligence level of students. The sample
included an equal number of left-handed
and right-handed students drawn from
various universities in Pakistan, altogether
150 subjects. Subjects were assessed for
both handedness and intelligence. The
researchers found no significant difference
in intelligence between subjects from var-
ious educational levels, but they did find
thatleft-handed subjects were significantly
more intelligent than right-handed sub-
jects. Results were published in the Janu-
ary 2007 Fournal of the Indian Academy of
Applied Psychology.

In a study of 250 healthy undergrad-
uate students, ambidextrous individuals
were found to engage in more magical
ideation than either left-handed or right-
handed persons were. Such ideation, the
researchers proposed, may reflect height-
ened creativity. Study results appeared in
the January 2002 Laterality: Asymmetries of
Body, Brain, and Cognition.

Then Johns Hopkins economists
determined, in a nationally representa-
tive sample of 5,000 men and women, that
left-handed college-educated men earned
15 percent more than right-handed col-
lege-educated men did, even after possi-
bly confounding factors such as age, race,
1Q), level of education, and marital status
were considered.

“Our findings are quite contrary to
expectations,” they acknowledged in
their study report, which was published
by the National Bureau of Economic

Joan Arehart-Treichel is left-handed.
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BY JOAN AREHART-TREICHEL

Research in 2006. However, they did
not find the same wage differential for
women in the sample.

Nonetheless, some studies reported in
the psychiatric research literature sug-
gest that being left-handed or ambidex-
trous has another side—that left-handed
or ambidextrous persons are more likely to
have certain mental disorders than right-
handed persons are. Moreover, the num-
ber of these studies, as well as their qual-
ity, intimate that the links they have made
between left-handedness or ambidexterity
and mental disorders are not simply related
to chance.

During the 1970s and 1980s, for
instance, some studies noted whatappeared
to be an unusually large percentage of left-
handed or ambidextrous people among
those with autism, dyslexia, stuttering,
or neurodevelopmental disorders. Much
more recently, DSM-IV developmental
coordinational disorder (DCD), which can
impair both large and fine motor skills and
make everyday activities such as getting
dressed, writing by hand, and participat-
ing in sports difficult, has also been cou-
pled with left-handedness. In the February
2008 Fournal of Child Neurology, two Israeli
scientists reported that out of 98 children
with DCD, 31 percent were left-handed,
and 13 percent were ambidextrous. In the
October 2008 Canadian Fournal of Psychi-
atry, Canadian researchers reported that
out of 19 children with DCD, 37 percent
were left-handed.

An unusually large number of per-
sons with schizophrenia also appear to be
left-handed. In one study, some 400 sub-
jects with schizophrenia, major depres-
sion with psychosis, bipolar psychosis, or
no psychiatric illness were evaluated on
handedness. The schizophrenia subjects
were left-handed significantly more often
than the other groups were, the research-
ers reported in the May 1994 Journal of
Abnormal Psychology.

Tyrone Cannon, Ph.D., a professor of
psychiatry at the University of Califor-
nia at Los Angeles, and coworkers have
since discovered, while comparing the
childhood neurocognitive test results
of individuals with schizophrenia with
those of their siblings or controls—alto-
gether 258 subjects—that 32 percent
of those with schizophrenia were left-
handed, compared with only 12 percent
of their siblings and only 9 percent of
the controls. These results were pub-
lished in the November 2003 American
Fournal of Psychiatry.

Further, Clyde Francks, Ph.D., of the
University of Oxford in England, and his
team reported something intriguing in
the July 31, 2007, Molecular Psychiatry—
that they had found a gene that increases
the odds of being left-handed. The gene,
dubbed LRRTMI, appears to be the first
gene discovered that has an effect on hand-
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Gates, and Babe Ruth.

edness. They also found that the gene
might slightly increase the risk of devel-
oping schizophrenia.

PTSD: A View From the Left

Posttraumatic stress disorder (P TSD),
too, has been coupled with left-handed-
ness. Two Scottish researchers—Car-
olyn Choudhary, Ph.D., and Ronan
O’Carroll, Ph.D., of the University of
Stirling—screened a general population
sample of some 600 people for handed-
ness and PTSD. They found that 11 per-
cent of the sample was left-handed, that
9 percent of the sample met all DSM-1V
criteria for PTSD, and that significantly
more left-handers than right-handers
comprised the PTSD group. Results
were reported in the June 2007 Fournal
of Traumatic Stress.

PTSD has likewise been associated
with ambidexterity. A study of some
2,500 U.S. Army veterans found that vet-
erans who were extremely ambidextrous
(about 3 percent of the study sample) were
twice as likely to have developed PTSD
after combat as were veterans who were
not extremely ambidextrous. Veterans
who were extremely ambidextrous and
who experienced especially high combat
exposure were nearly five times as likely
to have developed PTSD after combat as
were those who were not extremely ambi-
dextrous and who experienced especially
high combat exposure. Study results, pub-
lished in the May 17, 2007, Psychosomatic
Medicine, held firm even when some possi-
bly confounding factors such as age, race,
intelligence, and age at entry into the
Army were considered.

Some famous left-handed people (clockwise from upper left): Gerald Ford, Paul McCartney, Bill

But perhaps the greatest surprise is
that left-handedness has been linked
with a mental disorder considered more
psychosocial than biological in origin—
pedophilia. James Cantor, Ph.D., an
assistant professor of psychology at the
University of Toronto in Canada, and
colleagues found, in a study of some 400
sexual offenders, that the odds of being
left-handed were about two times greater
among pedophiles than among sexual
offenders targeting adults as their vic-
tims. In fact, more than 30 percent of the
pedophiles were left-handed, thatis, three
times the rate in the general population.
Results were published in the August
2005 Archives of Sexual Bebavior.

Researchers Offer Theories

So, since left-handedness and ambi-
dexterity have been linked with certain
neurodevelopmental disorders, schizo-
phrenia, PTSD, and pedophilia, what
might that link be?

Left-handedness and ambidexterity
may share some underlying biological
origins with them, some researchers con-
tend.

For example, Choudhary and O’Carroll
do not believe that the reason why left-
handed persons are more likely to develop
PTSD is because they are more at risk of
trauma in a right-handed world than are
right-handed people. The reason why is
because they found no significant differ-
ence between the number of traumas expe-
rienced by left-handed subjects and by right-
handed ones. However, the researchers do
suspect that the reason that left-handed

please see Left-Handed on facing page
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Regulatory Briefs
® The maker of risperidone long-act-
ing injection, Johnson and Johnson
Pharmaceutical Research and Develop-
ment (J&JPRD), announced on Febru-
ary 10 that it had received a “complete
response letter” from the Food and Drug
Administration (FDA) requesting addi-
tional information about the medication.
The agency’s letter was in response to
the company’s supplemental application,
which sought approval for the new indi-
cation of adjunctive maintenance treat-
ment for patients with bipolar disorder
who relapse frequently. According to the
company’s announcement, the agency
outlined questions that must be answered
before the application can be approved,
but did not require that more clinical tri-
als be conducted.

Risperidone long-acting injection is
currently approved for the treatment of
schizophrenia.

* The FDA senta complete response let-
ter to Eli Lilly regarding its application
for marketing olanzapine pamoate long-
acting injection for treatment of schizo-
phrenia. Lilly said the FDA requested
the company to provide a detailed plan
on postmarketing strategies for safety
surveillance. The agency has been con-
cerned about uncommon but potentially
severe adverse events associated with
the drug in clinical trials. These adverse
events included heavy sedation, confu-
sion, and loss of consciousness in some
cases. The FDA convened an advisory-
committee meeting about the medica-
tion a year ago and has not approved
the product since then (Psychiatric News,
March 21, 2008). Lilly said it was pre-
paring a Risk Evaluation and Mitigation
Strategy as requested and would submit
it to the agency soon.

¢ Schering-Plough, the company seek-
ing regulatory approval for the investi-
gational antipsychotic drug asenapine
sublingual tablets, announced on Janu-
ary 14 that it received the FDA’s com-
plete response letter for the new drug
application. The agency asked for addi-
tional data and proposed labeling lan-
guage, but did not request that the com-
pany conduct additional clinical trials.
The company is seeking approval for its
indications as a treatment for schizo-
phrenia and manic or mixed bipolar dis-
order episodes.

* The FDA senta warning letter to Abbott
Laboratories regarding “misbranding”
information in promotional material about
its products divalproex sodium delayed-
release tablets (Depakote and Depakote
ER). The letter noted that a pharmacy
formulary flashcard omits certain risk and
other important information and broad-
ens indications in the drug information
printed on the flashcard. The agency asked
the company to stop distributing the mate-
rials immediately.

* The FDA issued a follow-up announce-
ment on January 13 about the agency’s
safety review of potential neuropsychi-
atric risks associated with montelukast.

COMPILED BY JUN YAN

In March 2008 the FDA told the public
that it was closely examining clinical trial
evidence for a suspected link between the
asthma/allergy drug and reports of mood
changes, suicidal thoughts and behaviors,
and suicides. About nine months later, the
agency said it had not reached a definitive
conclusion about the matter, and its review
would continue.

* A new drug treatment for fibromy-
algia, milnacipran bydrochloride, has
been approved by the FDA, the makers
Forest Laboratories and Cypress Bio-
science announced on January 14. Mil-
nacipran is a selective serotonin and nor-
epinephrine reuptake inhibitor and has
been tested in two large, phase 3 clinical
trials involving more than 2,000 patients.
Two other drugs, pregabalin and dulox-
etine, have already been approved for
treating fibromyalgia.

Legal Briefs

e U.S. Sens. Herb Kohl (D-Wis.) and
Charles Grassley (R-Iowa) have proposed
new legislation to outlaw pharmaceuti-
cal companies’ deals intended to keep
generic drugs off the market, according
to an announcement by Kohl’s office on
February 3. In recent years large phar-
maceutical companies that market brand-
name “blockbuster” drugs have entered
settlements with generic drug makers
over patent disputes. The results were
that the generic manufacturers would
delay the marketing of generic versions
of these drugs while receiving multimil-
lion-dollar payments or other types of
business compensation from the brand-
name makers. The Federal Trade Com-
mission has been investigating and
opposing these deals, but they have been
approved by courts.

The proposed legislation, known
as the Preserve Access to Affordable
Generics Act, will prohibit such pay-off
agreements between brand-name and
generic drug makers. The bill is cospon-
sored by Sens. Russ Feingold (D-Wis.),
Richard Durbin (D-IIl.), and Sherrod
Brown (D-Ohio).

® In January Sens. Grassley and Kohl
introduced a revised version of legislation
they had proposed two years before that
had sought to require public disclosure
of industry gifts and payments to physi-
cians. This Physician Payments Sunshine
Act of 2009 has lowered the threshold of
gift value for disclosure from $500 in the
previous draft to $100. If passed, the bill
will require all drug, device, and biologic
manufacturers to report their gifts and
payments to physicians, including travel
and consulting fees, valued above $100. A
searchable database would be established
by the Department of Health and Human
Services to post this information for pub-
lic access.

The previous bill received support
from several major pharmaceutical com-
panies, such as Eli Lilly, which have begun
or announced plans to begin posting pay-
ments and gifts to physicians on their com-
pany Web sites. The latest company to get
on the bandwagon was Pfizer, which said in
a February 9 announcement that it would
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publicly disclose all gifts and payments
above $500 to physicians starting in 2010.

® On January 28 a U.S. district court judge
in Florida dismissed two multimillion-
dollar lawsuits against AstraZeneca alleg-
ing that its antipsychotic drug quetiapine
fumarate caused harm, including diabetes
and weight gain. These suits were brought
by the first two of 15,000 plaintiffs who have
filed lawsuits in the United States for similar
claims regarding the drug. The judge ruled
that the lawsuits did not meet the standards
required for a case to proceed to trial.

* Eli Lilly has settled civil lawsuits and
a criminal charge with the federal gov-
ernment and about 30 state governments
over its antipsychotic drug olanzapine
for a massive $1.42 billion, according to
a January 15 Associated Press report. The
company pleaded guilty to a misdemeanor
violation for promoting the drug for off-
label use in patients with dementia from
September 1999 to March 2001. The civil
lawsuits were related to overcharging state
Medicaid programs.

Industry Briefs

¢ J&JPRD announced on February 6
that it filed a new drug application with
the FDA for expanding the indication of
paliperidone tablets to schizoaffective dis-
order. Paliperidone is currently approved
for treating schizophrenia. The company
is also seeking FDA approval for paliperi-
done palmitate, the long-acting injection
formulation of paliperidone, for the treat-
ment of schizophrenia.

® AstraZeneca has licensed a number of
triple reuptake inhibitor molecules, dis-
covered by Mayo Clinic and Virginia
Tech Intellectual Properties Inc. sci-
entists, that it hopes will lead to devel-
opment of a new class of medication for
depression treatment. According to a Feb-
ruary 9 company announcement, these
triple reuptake inhibitors are expected to
interact with serotonin, norepinephrine,
and dopamine receptors.

Currently available antidepressants
affect the reuptake receptors of either
serotonin or both serotonin and norepi-
nephrine. The novel molecules will have
to go through preclinical animal experi-
ments before they can be tested in clini-
cal trials.

¢ Supernus Pharmaceuticals announced
on January 30 that it had begun a phase
2a clinical trial of SPN810, an investiga-
tional drug for the treatment of conduct
disorder in pediatric patients with atten-
tion-deficit/hyperactivity ~disorder. It
would be a randomized, open-label trial
lasting six weeks.

e NPL-2008, a formulation of fluox-
etine being tested for autistic disorder,
disappointed in a phase 3 clinical trial,
the company developing the drug, Neu-
ropharm, announced on February 18. In
this trial, 158 patients with autistic disor-
der aged 5 to 17 were treated with either
NPL-2008 or placebo for 14 weeks, but the
drug did not differ significantly from pla-
cebo in improving the symptom of repeti-
tive behaviors. l

Left-Handed

continued from facing page

individuals may be more likely to develop
PTSD is because their brains are respond-
ing to, or processing, emotional events dif-
ferently from the brains of right-handers.

Franckssuspects thatthe gene LRRTMI
might set the stage for both left-handed-
ness and schizophrenia by influencing the
development of brain asymmetry. Asym-
metry is an important feature of the human
brain, with the left side usually controlling
speech and the rightside controlling emo-
tion. In left-handers, this pattern is usually
reversed. Iris Sommer, M.D., Ph.D., of the
University of Utrecht in the Netherlands,
agreed with Francks. In fact, she has found
that, just as speech often originates in the
right side of the brain in left-handed per-
sons, it is also the case for persons with
schizophrenia.

And as for why left-handed persons may
be disproportionately represented among
known pedophiles, Cantor believes that
the answer may lie in brain characteristics
common to both conditions.

In any event, even if left-handedness
and ambidexterity share common biologi-
cal pathways with some mental disorders,
left-handed individuals should not con-
clude that they will necessarily develop
these mental disorders, authorities on the
subject stress.

For example, regarding the finding that
Francks and his colleagues have made—

ical & researe T

that the gene that predisposes to left-hand-
edness may also increase the risk of schizo-
phrenia—“People really should not be
concerned by this result,” he said. “There
are many factors which make individuals
more likely to develop schizophrenia, and
the vast majority of left-handers will never
develop the problem.”

As for Choudary and O’Carroll’s find-
ing that left-handers are significantly
more at risk of PTSD, Choudhary said,
“The development of PTSD is multi-
factorially determined and incompletely
understood. In this context, left-handed-
ness seems to be an important part of the
jigsaw and one previously neglected, but
though apparently important, is only one
determinant of who might develop PTSD
following trauma.”

All in all, Choudhary stressed, “The
majority of left-handers are not going to
develop mental health problems because
of their left-handedness.”
agreed: “The
between left-handedness and disease is
very complex . . . Being left-handed does
not make a person appreciably more likely
to have any given disease.”

So being left-handed or ambidextrous,
like virtually everything in life, has both
its pluses and minuses. And if you are left-
handed or ambidextrous, why not try to
capitalize on your mental strengths—
say, exceptional intelligence, economic
shrewdness, or creativity? Who knows,
you might even become president! H

Cantor association
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No Matter Your Passion,
There’s a Session to Pique It

The theme of APA’s 2009 annual meeting is “Shaping Our Future: Science
and Service.” Among the meeting’s new features is the “Clinical Knowl-
edge and Skills Series” of courses.

BY STEPHANIE WHYCHE

PA members the world over

will gather May 16 to 21 for

the annual meeting in San

Francisco, the City by the

Bay known for its Medi-
terranean-like temperatures, ubiquity in
song, and multicultural offerings.

Exactly what is so attractive about San
Francisco that it draws tens of thousands
of tourists each year and is one of the coun-
try’s most popular convention sites?

“What’s not to like about San Fran-
cisco?” asked Josepha Cheong, M.D., of
Gainesville, Fla., chair of APA’s Scientific
Program Committee for the annual meet-
ing and a former resident of San Francisco
for 20 years.

Among the city’s many plusses, Cheong
noted, are “the weather, the great vistas, the
history, the shopping, the vibrant arts and
performance culture, and all of the differ-
ent walking neighborhoods and parks.”

Indeed, there are Golden Gate Park,
Union Square, Nob Hill, Telegraph Hill,
Russian Hill, Castro District, Haight-
Ashbury, Chinatown, the Italian enclave
of North Beach, Fisherman’s Wharf, and
Pier 39, to name a few.

“Bestof all [is] the variety of restaurants
and culinary options,” said Cheong.

REGISTER NOW FOR
THE MEETING!

There are three easy ways to regis-
ter for APA’s 2009 annual meeting
and courses, and you can save on
fees by registering before April 10.
Forms to register by mail or fax can
be printed out from the annual meet-
ing booklet posted at <www.psych.
org/MainMenu/EducationCareer
Development/Meetings/Advance
RegistrationInformation.aspx>.

REGISTER ONLINE

Click on the 2009 annual meeting logo
on APA’s homepage at <www.psych.
org> or go directly to <www.psych.
org/MainMenu/EducationCareer
Development/Meetings.aspx> and
then look for “Meeting Registra-
tion.” “Housing Registration” can also
be found here.

FAX REGISTRATION FORM

Fax your completed registration form
with credit card information to (703)
907-1097.

MAIL REGISTRATION FORM
Mail your completed registration form
and payment by credit card or check
made payable to APA to Registra-
tion, APA, Suite 1825, Arlington, Va.
22209-3901.

After April 10, you may register

online only (on-site fees apply), not
by mail or fax.
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Yes, the city will offer exciting attrac-
tions, but the real star of the show is APA’s
scientific program.

The theme of this year’s meeting is
“Shaping Our Future: Science and Ser-
vice.” It was chosen by APA President
Nada Stotland, M.D., M.P.H., who has
dedicated her professional life to apply-
ing the scientific principles of psychiatry
in service to individuals, communities, and
the public’s health overall.

In keeping with this theme, both sci-
ence and service will be reflected through-
out the meeting’s six days through interac-
tive forums, lectures, courses, workshops,
and symposia. Most are focused on the lat-
est basic and applied research in psychia-
try, while others explore topics that relate
to the practice of psychiatry such as prac-
tice-management issues, health care eco-
nomics, health information technology,
psychiatry and the law, industry relation-
ships, and ethics.

A featured attraction that’s new to the
meeting is the “Clinical Knowledge and
Skills Series.” It consists of three day-
long courses chaired by master educa-
tors; the topics are cognitive-behavioral
therapy, psychodynamic psychotherapy,
and neuropsychiatry (Psychiatric News,
February 20).

Meanwhile, psychiatrists preparing to
take Part 1 of the ABPN board certifica-
tion exam might be interested in registering
for the May 16 ABPN board review course.
Thatincludes PGY-4 residents, who for the
first time this year can sit for the test before
their training has been completed. James
Bourgeois, M.D., co-editor of the 4APPI
Board Prep and Review Guide for Psychia-
try, will lead the course. This course will be
held Saturday, May 16, from 8 a.m. to 5 p.m.;
course registration is required.

Check out the lecture by Dean Ornish,
M.D., best-selling author of Eat More,
Weigh Less, and other books, and founder
and president of the nonprofit Preventive
Medicine Research Institute in Sausalito,
Calif. Ornish, a clinical professor of med-
icine at the University of California, San
Francisco, will explore the impact of depres-
sion on cardiac health and vice versa.

The same day, past APA President Car-
olyn Robinowitz, M.D., will chair a sym-
posium on depression and heart disease
titled “Matters of the Heart.”

Meanwhile, San Francisco—or at least
two aspects of it—will be the topics of two
of the seven Presidential Symposia. Addic-
tions specialists Mark Gold, M.D., and
David Smith, M.D., will present “Grand-
kids of the 1967 Flower Children: Les-
sons From Haight-Ashbury.” Mel Blaus-
tein, M.D., will lead the session “Suicide
and the Golden Gate Bridge.”

Blaustein also will introduce the showing
of the documentary film “The Bridge.” Eric
Steel, the film’s director, relates the stories of
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Thinking about attending APA’s May 16-21 annual meeting in San Francisco? As returning
members already know (and newcomers will soon discover), the things to do and places to

go are as captivating as the “City by the Bay’s” skyline.

six individuals who during one recent year
made use of the bridge to end their lives.
“The publicis ambivalent about suicide,
but suicide is very impulsive, and because
it’s impulsive, it’s preventable and treat-
able,” Steel said in a San Francisco Chroni-
cle article that ran shortly before the film’s
April 30, 2006, West Coast premiere.
Here are other meeting highlights:

e The Northern California Psychiatric
Society is sponsoring a panel discussion
featuring APA leaders who were at the
forefront of social change in the period
1970 to 1992. They include Alfred Freed-
man, M.D., who was APA president when
APA’s Trustees voted in 1973 to remove
homosexuality as a mental disorder from
DSM,; Carol Nadelson, M.D., APA’s first
woman president; Lawrence Hartmann,
M.D., APA’s first openly gay president;
and Melvin Sabshin, who was APA’s med-
ical director from 1974 to 1997. The ses-
sion will also include a discussion of Har-

vey Milk, San Francisco’s first openly gay
supervisor, by his campaign manager and
aide, Anne Kronenberg. She will show film
clips of the film “Milk.” The session, titled
“Breaking the Barriers,” will be held Mon-
day, May 18, at 2 p.m. in Room 304 on the
Esplanade Level of the Moscone Center.

® The American Psychiatric Foundation is
holding its annual fundraising gala on Sat-
urday, May 16, at 7 p.m. at the picturesque
Ferry Building overlooking San Francisco
Bay. In addition to dinner, the evening’s
program includes a silent auction and the
presentation of the Awards for Advancing
Minority Mental Health. Event proceeds
support the foundation’s grants, programs,
research funding, and awards that advance
public understanding that mental illnesses
are real and treatable. The ticket price is
$225. Tickets may be purchased online at
<www.psychfoundation.org> or by phone
at (703) 907-8503.

please see Session on page 30

APA Minority Fellows

In the Spotlight

The work of APA's minority fellows will be celebrated at the Evening of Excellence Poster Session at
APA’s 2009 annual meeting in San Francisco on Tuesday, May 19, from 5:30 p.m. to 7 p.m. at
the Marriott San Francisco Hotel. The event is open to all attendees and is one of the highlights of the
fellows’ activities at the annual meeting. Come see what these fine young minds are accomplishing in
the field of psychiatry. Below are their names and poster titles:

Farah Abbasi, M.D.: “Accept: Redefining Cultural Competence, Learning to Coexist”

Shirin Ali, M.D.: “Management of Prolactinoma in a Patient With Schizophrenia”

Icelini Garcia-Sosa, M.D.:“Conviction and Doubt in Delusions*

Helena Hansen, M.D., Ph.D.: “Ethnicity and Social Class in Distribution of Buprenorphine Versus
Methadone for Opiate Dependence in New York City: A Tale of Two Tiers?”

Lorraine Lothringer, M.D.: “A Brazilian HIV Prevention Intervention for Adults With Severe Mental

[lness: A Randomized Clinical Trial Feasibility Study”

Shirley Liu, M.D.: “Cultural Factors in Use of the CBCL and Conners’ Scale in Asian and Caucasian

Children in a Clinical Setting”

Kristen Ochoa, M.D.: “Mentally Il Immigration Detainees: Evaluation, Treatment, and Advocacy for a

Hidden Population in Need”

Suzan Song, M.D.: “When the War Isn’t Over for the Children: Mental Health Policy for Former Child

Combatants and War-Affected Youth”

Wendy Woods, M.D.: “Resident-Facilitated Exploration of the Attitudes and Perceptions Regarding
Mental lliness and Mental Health Professionals Observed in a Sample African-American Population”

Come to the Mentor Orientation Breakfast as Well!

You can be a part of APA’s important work in fostering the careers and development of your
younger minority colleagues by joining APA’s National Minority Mentors Network.

APA members interested in joining the National Minority Mentors Network and are coming to
APA's 2009 annual meeting in San Francisco are invited to attend the mentor orientation breakfast
for current fellows and medical students on Sunday, May 17, 7:30 a.m. to 10 a.m. Mentors play an
important role in the professional growth and development of beginning psychiatrists and are critical to
fostering successful careers in psychiatry and ensuring the field's future success.

There are a large number of residents and medical students attending the mentor breakfast again
this year. To make this a worthwhile and enjoyable activity, the commitment and support of APA

members are urgently needed.

Those interested in joining or obtaining additional information about the network should
contact Marilyn King at (703) 907-8653 or mking@psych.org. Reservations for the breakfast

may also be made by contacting her.



Treat core symptoms'?

of Major Depressive Disorder (MDD) &
Generalized Anxiety Disorder (GAD)




See the effect of LEXAPROQO'3

Proven efficacy
and tolerability In
MDD and GAD. :

e Prescribed to over 18 million US adults**
* Widely available on health plan formularies without restrictions®

*Lexapro Market Overview. Patient level report based on longitudinal analysis of US electronic pharmacy claims submitted for third-party reimbursement. Patients projected based on their activity in
retail pharmacies.

IMPORTANT SAFETY INFORMATION - Depression and certain other psychiatric disorders are themselves associated with increases in the risk of suicide. Antidepressants increased the risk
of suicidality (suicidal thinking and behavior) in children, adolescents, and young adults in short-term studies of major depressive disorder (MDD) and other psychiatric disorders. Anyone
considering the use of antidepressants in children, adolescents or young adults must balance the risk to clinical need. Patients of all ages started on antidepressant therapy should be
closely monitored and observed for clinical worsening, suicidality or unusual changes in behavior, especially at the beginning of therapy or at the time of dose changes. This risk may persist
until significant remission occurs. Families and caregivers should be advised of the need for close observation and communication with the prescriber. Lexapro is not approved for use in
pediatric patients.

Lexapro is contraindicated in patients taking monoamine oxidase inhibitors (MAOIs), pimozide (see DRUG INTERACTIONS - Pimozide and Celexa), or in patients with hypersensitivity to escitalopram
oxalate. As with other SSRIs, caution is indicated in the coadministration of tricyclic antidepressants (TCAs) with Lexapro. SSRIs and SNRIs [including Lexapro] and other psychotropic drugs
that interfere with serotonin reuptake may increase the risk of bleeding events. Concomitant use of aspirin, NSAIDs, warfarin, and other anticoagulants may add to the risk. Patients should
be cautioned about these risks. SSRIs and SNRIs have been associated with clinically significant hyponatremia. Elderly patients or patients taking diuretics or who are otherwise volume-
depleted appear to be at a greater risk. Discontinuation of Lexapro should be considered in patients with symptomatic hyponatremia, and appropriate medical intervention should be
instituted. The most common adverse events with Lexapro versus placebo (approximately 5% or greater and approximately 2x placebo) were nausea, insomnia, ejaculation disorder, somnolence, increased
sweating, fatigue, decreased libido, and anorgasmia.

Please see the accompanying brief summary of prescribing information for LEXAPRO.
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION Rx Only
Brief Summary: For complete details, please see full Presr;rlblng ion for Lexapro.
and Anti Drugs the risk to placebo of suicidal thinking and behavior (suicidality) in chllli_ren adolescents, and young adults

in short-term studies of major depressive dlsnlder (MDD) and other psychiatric disorders. Anyone considering the use of Lexapro or any other in a child,

20 mg/day Lexapro for 21 days in healthy volunteers resulted in a 50% increase in Cmax and 82% tncrease in AUC of the beta-adrenergic blocker metoprolol (given in a single dose of
100 mg). Increased metoprolol plasma levels have been iated with C ion of Lexapro and i had no clinically S|gmt|cant effects on blood
pressure or heart rate. Electroconvulsive Therapy (ECT) - There are no clinical studies of the combined use of ECT and esci i of Fertility
Carcmugenests Racemic citalopram was administered in the diet to NMRI/BOM strain mice and COBS WI strain rats for 18 and 24 months, respectively. There was no evidence for

or young adult must balance this risk with the clinical need. Short-term studies did not show an increase in the risk of with to placebo in adults
beyond age 24; there was a reduction in risk with antidepressants compared to placebo in adults aged 65 and older. Depression and certain uther psychiatric disorders are themselves
associated with increases in the risk of suicide. Patients of all ages who are started on antidepressant therapy should be monitored apploprlalely and observed closely for clinical
worsening, suicidality, or unusual changes in behavior. Families and caregivers should be advised of the need for close ion and ion with the iber. Lexapro
is not approved for use in pediatric patients. (See WARNINGS: Clinical ing and Suicide Risk, PRECAUTIONS: for Patients, and PRECAUTIONS: Pediatric Use)

of racemic cif in mice receiving up to 240 mg/kg/day. There was an increased incidence of small intestine carcinoma in rats receiving 8 or 24 mg/kg/day racemic
citalopram. A no-effect dose for this finding was not established. The relevance of these findings to humans is unknown. Mutagenesis Racemic citalopram was mutagenic in the in vitro
bacterial reverse mutation assay (Ames test) in 2 of 5 bacterial strains (Salmonella TA98 and TA1537) in the absence of metabolic activation. It was clastogenic in the in vitro Chinese hamster
lung cell assay for chromosomal aberrations in the presence and absence of metabolic activation. Racemic citalopram was not mutagenic in the in vitro mammalian forward gene mutation
assay (HPRT) in mouse lymphoma cells or in a coupled in vitro/in vivo unscheduled DNA synthesis (UDS) assay in rat liver. It was not ic in the in vitro aberration assay

INDICATIONS AND USAGE Major Depressive Disorder Lexapro (escitalopram) is indicated for the treatment of major depressive disorder. The efficacy of Lexapro in the treatment of major
depressive disorder was established in three, 8-week, placebo-controlled trials of whose di: cor most closely to the DSM-IV category of major depi

in human lymphocytes or in two in vivo mouse micronucleus assays. Impairment of Fertility When racemic citalopram was administered orally to 16 male and 24 female rats prior to and
throughout mating and gestation at doses of 32, 48, and 72 mg/kg/day, mating was decreased at all doses, and temhty was decreased at doses =32 mg/kg/day Gestation duration was increased

disorder (see CLINICAL PHARMACOLOGY). A major depressive episode (DSM-1V) implies a prominent and relatively persistent (nearly every day for at least 2 weeks) depressed or
dysphoric mood that usually interferes with daily functlunlng‘ and includes at least five of the following nine symptoms: depressed mood, loss of interest in usual activities, significant change
in weight and/or appetite, insomnia or hy agitation or , increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, a
suicide attempt or suicidal ideation. The efficacy of Lexapro in hospitalized patients with major depressive disorders has not been adequately studied. The efficacy of Lexapro in maintaining a
response, in patients with major depressive disorder who responded during an 8-week, acute-treatment phase while taking Lexapro and were then observed for relapse during a period of up
to 36 weeks, was demonstrated in a placebo-controlled trial (see Clinical Efficacy Trials under CLINICAL PHARMACOLOGY). Nevertheless, the physician who elects to use Lexapro for
extended periods should periodically re-evaluate the long-term usefulness of the drug for the individual patient (see DOSAGE AND ADMINISTRATION). Generalized Anxiety Disorder Lexapro
is indicated for the treatment of Generalized Anxiety Disorder (GAD). The efficacy of Lexapro was established in three, 8-week, placebo-controlled trials in patients with GAD (see CLINICAL
PHARMACOLOGY). Generalized Anxiety Disorder (DSM-IV) is characterized by excessive anxiety and worry (apprehensive expectation) that is persistent for at least 6 months and wmch the
person finds difficult to control. It must be associated with at least 3 of the following symptoms: restlessness or feeling keyed up or on edge, being easily fatigued, difficulty or

at 48 mg/kg/day. Pregnancy Pregnancy Category C In a rat embryo/fetal di study, oral ini of pram (56, 112, or 150 mg/kg/day) to pregnant animals during the
period of organogeneS|s resulted in decreased fetal body weight and associated delays in ossification at the two higher doses (approximately =56 times the maximum recommended human
dose [MRHD] of 20 mg/day on a body surface area [mg/m?] basis). Maternal toxicity (clinical signs and decreased body weight gain and food consumption), mild at 56 mg/kg/day, was
present at all dose levels. The developmental no-effect dose of 56 mg/kg/day is approximately 28 times the MRHD on a mg/m? basis. No teratogenicity was observed at any of the doses
tested (as high as 75 times the MRHD on a mg/m2 basis). When female rats were treated with escitalopram (6, 12, 24, or 48 mg/kg/day) during pregnancy and through weaning, slightly
increased offspring mortality and growth retardation were noted at 48 mg/kg/day which is approximately 24 times the MRHD on a mg/m2 basis. Slight maternal toxicity (clinical signs and
decreased body weight gain and food consumption) was seen at this dose. Slightly increased offspring mortality was seen at 24 mg/kg/day. The no-effect dose was 12 mg/kg/day which is
approximately 6 times the MRHD on a mg/m? basis. In animal reproduction studies, racemic citalopram has been shown to have adverse effects on embryo/feta\ and postnatal development,
including teratogenic effects, when administered at doses greater than human therapeutic doses. In two rat embryo/fetal devel studies, oral i ion of racemic cif

(32 56 or 112 mg/kg/day) to pregnant animals during the period of organogenesis resulted in decreased embryo/fetal growth and survival and an increased incidence of fetal abnormalities

mind going blank, irritability, muscle tension, and sleep disturbance. The efficacy of Lexapro in the long-term treatment of GAD, that is, for more than 8 weeks, has not been systematically
evaluated in controlled trials. The physician who elects to use Lexapro for extended periods should periodically re-evaluate the long-term usefulness of the drug for the individual patient.
CONTRAINDICATIONS Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs) is contraindicated (see WAHNINGS) Concomitam use in patients taking pimozide is

(see Drug ions — Pimozide and Celexa). Lexapro is indi in patients with a i or any of the inactive ingredients
in Lexapro. WARNINGS WARNINGS-Clinical Worsening and Suicide Risk Clinical Worsening and Suicide Risk Patients with mator deprESS\Ve dlsorder (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

and skeletal defects) at the high dose. This dose was also associated with maternal toxicity (clinical signs, decreased body weight gain). The developmental no-effect
dose was 56 mg/kg/day. In a rabbit study, no adverse effects on embryo/fetal development were observed at doses of racemic ci of up to 16 mg/kg/day. Thus, ic effects of
racemic citalopram were observed at a maternally toxic dose in the rat and were not observed in the rabbit. When female rats were treated with racemic citalopram (4.8, 12.8, or 32 mg/kg/day)
from late gestation through weaning, increased offspring mortality during the first 4 days after birth and persistent offspring growth retardation were observed at the highest dose. The
no-effect dose was 12.8 mg/kg/day. Similar effects on offspring mortality and growth were seen when dams were treated throughout gestation and early lactation at doses =24 mg/kg/day. A
no-effect dose was not determined in that study. There are no adequate and well-controlled studies in pregnant women; therefore, escitalopram should be used during pregnancy only if the
putemlal benefit justifies the potential nsk to the fetus. Pregnancy-Nonteratogenic Effects Neonates exposed to Lexapro and other SSRIs or SNRIs, late in the third trimester have developed

medications, and this risk may persist until significant remission occurs. Suicide is a known risk of depression and certain other psychlatnc disorders, and these disorders are the
strongest predictors of suicide. There has been a long-standing concern, however, that anttdepressants may have a role in inducing of ion and the of suicidali
in certain patients during the early phases of treatment. Pooled analyses of short-term placebo-controlled trials of antidepr nt drugs (SSRIs and others) showed that these drugs increase
the risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with major depressive disorder (MDD) and other psychiatric disorders.
Short-term studies did not show an increase in the risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reducllon with antidepressants compared
to placebo in adults aged 65 and older. The pooled analyses of placebo-controlled trials in children and with MDD, ob disorder (OCD), or other psychiatric
disorders included a total of 24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses of placebo-controlled trials in adults with MDD or other psychiatric
disorders included a total of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was considerable variation in risk of suicidality
among drugs, but a tendency toward an increase in the younger patients for almost all drugs studied. There were differences in absolute risk of suicidality across the different indications, with
the highest incidence in MDD. The risk differences (drug vs placebo), however, were relatively stable within age strata and across indications. These risk differences (drug-placebo difference
in the number of cases of suicidality per 1000 patients treated) are provided in Table 1. TABLE 1: Age Range and Drug-Placebo Difference in Number of Cases of Suicidality per
1000 Patients Treated: Increases Compared to Placebo; <18 (14 additional cases); 18-24 (5 additional cases); Decreases Compared to Placebo; 25-64 (1 fewer case); =65 (6 fewer cases).
No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the number was not sufficient to reach any coneluston about drug effect on suicide. It is unknown
whether the suicidality risk extends to longer-term use, i.e., beyond several months. However, there is ial evidence from placebo-controlled mai trials in adulls with
depression that the use of antidepressants can delay the recurrence of depression. All patients being treated with for any indication should be ji P and
observed closely for clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few mnn(hs of a course of drug therapy, or at times ol dose changes
either increases or decreases. The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, ivity, akathisia (|
hypomania, and mania, have been reported in adult and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, both psychlatnc
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 that abrupt di fon can be with certain (see PRECAUTIONS and DOSAGE
AND ADMINISTRATION—Discontinuation of Treatment with Lexapro, for a description of the risks of discontinuation of Lexapro). Families and caregivers of patients being treated with
for major disorder or other indications, both iatric and iatric, should be alerted about the need to monitor patients for the emergence of
agitation, irritability, unusual changes in behavior, and the other symptoms described above, as well as the emergence of suicidality, and to report such symptoms immediately to
healthcare providers. Such monitoring should include daily observation by families and caregivers. Prescriptions for Lexapro should be written for the smallest quantity of tablets
consistent with good patient management, in order to reduce the risk of overdose. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of
bipolar disorder. It is generally believed (though not established in controlled trials) that treating such an episode with an antidepressant alone may increase the likelihood of precipitation of a
mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described above represent such a conversion is unknown. However, prior to initiating treatment with
an patients with dep 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. It should be noted that Lexapro is not approved for use in treating bipolar depression. Potential for Interaction
with Monoamine Oxidase Inhibitors In patients receiving serotonin reuptake inhibitor drugs in combination with a monoamine oxidase inhibitor (MAOI), there have been reports of
serious, sometimes fatal, reactions including ia, rigidity, ic instability with possible rapid fluctuations of vital signs, and mental status changes that
include extreme agitation progressing to delirium and coma. These reactions have also been reported in patients who have recently discontinued SSRI treatment and have been
started on an MAOI. Some cases presented with features F limited animal data on the effects of combined use of SSRIs and
MAOIs suggest that these drugs may act synergistically to elevate blood pressure and evoke behavioral excitation. Therefore, it is recommended that Lexapro should not be used in
combination with an MAOI, or within 14 days of discontinuing treatment with an MAOI. Similarly, at least 14 days should be allowed after stopping Lexapro before starting an MAOI.
Serotonin syndrome has been reported in two patients who were concomitantly receiving linezolid, an antibiotic which is a reversible non-selective MAOL. Serotonin Syndrome: The
of a ially lif ing serotonin may occur with SNRIs and SSRIs, including Lexapro treatment, particularly with concomitant use of serotonergic drugs
(including triptans) and with drugs which impair metabolism of serotonin (including MAOIs). Serotonin syndrome symptoms may |nnlude mental status changes (e. 9. agltatlon hallucinations,
coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyp and/or g (e.g
nausea, vomiting, diarrhea). The concomitant use of Lexapro with MAOIs intended to treat depression is contraindicated (see CONTRAINDICATII]NS and WARNINGS Potential lor Interactlun
with ine Oxidase Inhibitors.) If itant treatment of Lexapro with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the patient is
advised, particularly during treatment initiation and dose increases (see PRECAUTIONS - Drug Interactions). The concomitant use of Lexapro with serotonin precursors (such as tryptophan)
is not recommended (see PRECAUTIONS - Drug Interactions). PRECAUTIONS General Discontinuation of Treatment with Lexapro During marketing of Lexapro and other SSRIs and SNRIs
and norepi ine reuptake i there have been spontaneous reports of adverse events occurring upon discontinuation of these drugs, particularly when abrupt, including
the following: dysphoric mood, irritability, agitation, dizziness, sensory disturbances (e.g., paresthesias such as electric shock sensations), anxiety, confusion, headache, lethargy, emotional
lability, insomnia, and hypomania. While these events are generally self-limiting, there have been reports of serious discontinuation symptoms. Patients should be monitored for these
symptoms when discontinuing treatment with Lexapro. A gradual reduction in the dose rather than abrupt cessation is recommended whenever possible. If intolerable symptoms occur
following a decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physician may continue
decreasing the dose but at a more gradual rate (see DOSAGE AND ADMINISTRATION). Abnormal Bleeding SSRIs and SNRIs, including Lexapro, may increase the risk of bleeding events.
Concomitant use of aspirin, nonsteroidal anti-inflammatory drugs, warfarin, and other anticoagulants may add to the risk. Case reports and epidemiological studies (case-control and cohort
design) have demonstrated an association between use of drugs that interfere with serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding events related to SSRI and
SNRI use have ranged from ecchymoses, hematomas, epistaxis, and petechiae to hfe threalemng hemurrhages Patients should be cautioned about the risk of bleeding with the

requiring p respiratory support, and tube feeding. Such complications can arise immediately upon delivery. Reported clinical findings have included

respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and
constant crying. These features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the
clinical picture is consistent with serotonin syndrome (see WARNINGS). Infants exposed to SSRIs in late pregnancy may have an increased risk for persistent pulmonary hypertension of the
newborn (PPHN). PPHN occurs in 1-2 per 1000 live births in the general ion and is iated with ial neonatal morbidity and mortality. In a retrospective, case-control study
of 377 women whose infants were born with PPHN and 836 women whose infants were born healthy, the risk for developing PPHN was approximately six-fold higher for infants exposed to
SSRIs after the 20th week of gestation compared to infants who had not been exposed to antidepressants during pregnancy. There is currently no corroborative evidence regarding the risk
for PPHN following exposure to SSRIs in pregnancy; this is the first study that has investigated the potential risk. The study did not include enough cases with exposure to individual SSRIs
to determine if all SSRIs posed similar levels of PPHN risk. When treating a pregnant woman with Lexapro during the third trimester, the physician should carefully consider both the
potential risks and benefits of treatment (see DOSAGE AND ADMINISTRATION). Physmtans shou\d note that in a prospective longitudinal study of 201 women with a history of major
depression who were euthymic at the beginning of p , women who di ication during were more likely to experience a relapse of major
depression than women who continued antldepressant medlcatton Labor and Delivery The eﬂect of Lexapro on labor and delivery in humans is unknown. Nursing Mothers Racemic
mtalopram like many other drugs, is excreted in human breast milk. There have been two reports of infants iencing excessive feeding, and weight loss in
with ing from a ci treated mother; in one case, the infant was reported to recover upon di inuation of ci by its mother and, in the

second case, no follow-up information was available. The decision whether to continue or discontinue either nursing or Lexapro therapy should take into account the risks of citalopram
exposure for the infant and the benefits of Lexapro treatment for the mother. Pediatric Use Safety and effectiveness in the pediatric population have not been established (see BOXED
WARNING and WARNINGS—Clinical Worsening and Suicide Risk). One placebo-controlled trial in 264 pediatric patients with MDD has been conducted with Lexapro, and the data were not
sufficient to support a claim for use in pediatric patients. Anyone considering the use of Lexapro in a child or adolescent must balance the potential risks with the clinical need. Geriatric Use
Approximately 6% of the 1144 patients receiving escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or older; elderly patients in these
trials received daily doses of Lexapro between 10 and 20 mg. The number of elderly patients in these trials was insufficient to adequately assess for possible differential efficacy and safety
measures on the basis of age. Nevertheless, greater ity of some elderly indivi to effects of Lexapro cannot be ruled out. SSRIs and SNRIs, including Lexapro, have been
associated with cases of clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event (see PRECAUTIONS, Hyponatremia). In two pharmacokinetic
studies, escitalopram half-life was increased by approximately 50% in elderly subjects as compared to young subjects and C,,, was unchanged (see CLINICAL PHARMACOLOGY). 10 mg/day
is the recommended dose for elderly patients (see DOSAGE AND ADMINISTRATION). Of 4422 patients in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 65 and over,
and 457 were 75 and over. No overall differences in safety or effectiveness were observed between these subjects and younger subjects, and other reported clinical experience has not
identified differences in responses between the elderly and younger patients, but again, greater sensitivity of some elderly individuals cannot be ruled out. ADVERSE REACTIONS Adverse event
information for Lexapro was collected from 715 patients with major depressive disorder who were exposed to escitalopram and from 592 patients who were exposed to placebo in
double-blind, placebo-controlled trials. An additional 284 patients with major depressive disorder were newly exposed to escitalopram in open-label trials. The adverse event information for
Lexapro in patients with GAD was collected from 429 patients exposed to escitalopram and from 427 patients exposed to placebo in double-blind, placebo-controlled trials. 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 tabulations that follow, standard World Health Organization (WHO) terminology has been used to classify reported adverse events. The stated frequencies of adverse events
represent the proportion of individuals who experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considered treatment-emergent if it occurred for
the first time or worsened while receiving therapy following baseline evaluation. Adverse Events i with Di: i of Major ive Disorder Among the
715 depressed patients who received Lexapro in placebo-controlled trials, 6% discontinued treatment due to an adverse event, as compared to 2% of 592 patients receiving placebo. In two
fixed-dose studies, the rate of discontinuation for adverse events in patients receiving 10 mg/day Lexapro was not significantly different from the rate of discontinuation for adverse events in
patients receiving placebo. The rate of discontinuation for adverse events in patients assigned to a fixed dose of 20 mg/day Lexapro was 10%, which was significantly different from the rate
of discontinuation for adverse events in patients receiving 10 mg/day Lexapro (4%) and placebo (3%). Adverse events that were associated with the discontinuation of at least 1% of patients
treated with Lexapro, and for which the rate was at least twice that of placebo, were nausea (2%) and ejaculation disorder (2% of male patients). Generalized Anxiety Disorder Among the
429 GAD patients who received Lexapro 10-20 mg/day in placebo lled trials, 8% di i treatment due to an adverse event, as compared to 4% of 427 patients receiving placebo.
Adverse events that were associated with the discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at least twice the placebo rate, were nausea (2%),
insomnia (1%), and fatigue (1%). Incidence of Adverse Events in Placebo-Controlled Clinical Trials Major Depressive Disorder Table 2 enumerates the incidence, rounded to the nearest
percent, of treatment-emergent adverse events that occurred among 715 depressed patients who received Lexapro at doses ranging from 10 to 20 mg/day in placebo-controlled trials. Events
included are those occurring in 2% or more of patients treated with Lexapro and for which the incidence in patients treated with Lexapro 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. The most commonly observed adverse events in Lexapro patients (incidence of approximately 5% or greater and
approximately twice the incidence in placebo patients) were insomnia, ejaculation disorder (primarily ejaculatory delay), nausea, sweating increased, fatigue, and somnolence (see TABLE 2).
TABLE 2: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled Clinical Trials for Major ive Disorder* (P of Patients ing Event) Body
System/Adverse Event [Lexapro (N=715) and Placebo (N=592)]: Autonomic Nervous System Disorders: Dry Mouth (6% and 5%); Sweating Increased (5% and 2%). Central & Peripheral
Nervous System Disorders: Dizziness (5% and 3%). Gastrointestinal Disorders: Nausea (15% and 7%); Diarrhea (8% and 5%); Constipation (3% and 1%); Indigestion (3% and 1%);
Abdominal Pain (2% and 1%). General: Influenza-like Symptoms (5% and 4%); Fatigue (5% and 2%). Psychiatric Disorders: Insomnia (9% and 4%); Somnolence (6% and 2%); Appetite
Decreased (3% and 1%); Libido Decreased (3% and 1%). Respiratory System Disorders: Rhinitis (5% and 4%); Sinusitis (3% and 2%). Urogenital: Ejaculation Disorder'2 (9% and <1%);

concomitant use of Lexapro and NSAIDs, aspirin, or other drugs that affect Hypt may occur as a result of treatment with SSRIs and SNRIs, including
Lexapro. In many cases, this hyponatremia appears to be the result of the syndrome of |nappr0pr|ale antidiuretic hormone secretion (SIADH), and was reversible when Lexapro was
discontinued. Cases with serum sodium lower than 110 mmol/L have been reported. Elderly patients may be at greater risk of developing hyponatremia with SSRIs and SNRIs. Also, patients
taking diuretics or who are otherwise volume-depleted may be at greater risk (see Geriatric Use). Discontinuation of Lexapro should be considered in patients with symptomatic
hyponatremia and appropriate medical intervention should be instituted. Signs and symptoms of hyponatremia include headache, difficulty concentrating, memory impairment, confusion,
weakness, and unsteadiness, which may lead to falls. Signs and symptoms associated with more severe and/or acute cases have included hallucination, syncope, seizure, coma, respiratory
arrest, and death. Activation of Mania/t In placeb trials of Lexapro in major depressive disorder, activation of mania/hypomania was reported in one (0.1%) of 715 patients
treated with Lexapro and in none of the 592 patients treated with placebo. One additional case of hypomania has been reported in association with Lexapro treatment. Activation of mania/
hypomania has also been reported in a small proportion of patients with major affective disorders treated with racemic citalopram and other marketed drugs effective in the treatment of major
depressive disorder. As with all drugs effective in the treatment of major depressive disorder, Lexapro should be used cautiously in patients with a history of mania. Seizures Although
anticonvulsant effects of racemic citalopram have been observed in animal studies, Lexapro has not been systematically evaluated in patients with a seizure disorder. These patients were
excluded from clinical studies during the product’s premarketing testing. In clinical trials of Lexapro, cases of convulsion have been reported in association with Lexapro treatment. Like other
drugs effective in the treatment of major depressive disorder, Lexapro should be introduced with care in patients with a history of seizure disorder. Interference with Cognitive and Motor
Performance In a study in normal volunteers, Lexapro 10 mg/day did not produce impairment of intellectual function or psychomotor performance. Because any psychoactive drug may impair
judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machinery, including iles, until they are certain that Lexapro
therapy does not affect their ability to engage in such activities. Use in Patients with Concomitant lliness Clinical experience Wlth Lexapro in pahems Wlth certain concomitant systemic
ilinesses is limited. Caution is advisable in using Lexapro in patients with diseases or conditions that produce altered or Lexapro has not been
systematically evaluated in patients with a recent history of myocardial infarction or unstable heart disease. Patients with these diagnoses were generally excluded from clinical studies during
the product’s premarketing testing. In subjects with hepatic impairment, clearance of racemic was and plasma ions were increased. The recommended dose
of Lexapro in hepatically impaired patients is 10 mg/day (see DOSAGE AND ADMINISTRATION). Because is i excretion of drug in urine is a
minor route of elimination. Until adequate numbers of patients with severe renal impairment have been evaluated during chronic treatment with Lexapro, however, it should be used with
caution in such patients (see DOSAGE AND ADMINISTRATION). Information for Patients Physicians are advised to discuss the following issues with patients for whom they prescribe Lexapro.
Patients should be cautioned about the risk of serotonin syndrome with the concomitant use of Lexapro and triptans, tramadol or other serotonergic agents. In a study in normal volunteers,
Lexapro 10 mg/day did not impair psychomotor performance. The effect of Lexapro on psychomotor coordination, judgment, or thinking has not been systematically examined in controlled
studies. Because psychoactive drugs may impair judgment, thinking, or motor skills, patients should be cautioned about operating hazardous machinery, including automobiles, until they are
reasonably certain that Lexapro therapy does not affect their ability to engage in such activities. Patients should be told that, although Lexapro has not been shown in experiments with
normal subjects to increase the mental and motor skill impairments caused by alcohol, the concomitant use of Lexapro and alcohol in depressed patients is not advised. Patients should be
made aware that escitalopram is the active isomer of Celexa (citalopram hydrobromide) and that the two medications should not be taken concomitantly. Patients should be advised to inform
their physician if they are taking, or plan to take, any prescription or over-the-counter drugs, as there is a potential for interactions. Patients should be cautioned about the concomitant use of
Lexapro and NSAIDs, aspirin, warfarin, or other drugs that affect coagulation since combined use of psychotropic drugs that interfere with serotonin reuptake and these agents has been
associated with an increased risk of bleeding. Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during therapy. Patients should be
advised to notify their physician if they are breastfeeding an infant. While patients may notice improvement with Lexapro therapy in 1 to 4 weeks, they should be advised to continue therapy
as directed. Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and risks associated with treatment with Lexapro and should
counsel them in its appropriate use. A patient I Guide about “Antit i Depression and other Serious Mental Iliness, and Suicidal Thoughts or Actions” is available
for Lexapro. 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. Patients should be advised of
the following issues and asked to alert their prescriber if these occur while taking Lexapro. Clinical Warsenlng and Sull:lde Rlsk Patients, their families, and their caregivers shou\d be
encouraged to be alert to the emergence of anxiety, agitation, panic attacks, insomnia, irritability, hostility, akathisia (p: mania,
other unusual changes in behavior, worsening of depression, and suicidal ideation, especially early during antidepressant treatment and when the dose is adjusted up or down. Families and
caregivers of patients should be advised to look 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 with an

(3% and <1%); A (2% and <1%).*Events reported by at least 2% of patients treated with Lexapro are reported, except for the following events which had an incidence
on placebo = Lexapro: headache, upper respiratory tract infection, back pain, pharyngitis, inflicted injury, anxiety. 'Primarily ejaculatory delay. 2Denominator used was for males only (N=225
Lexapro; N=188 placebo). 3Denominator used was for females only (N=490 Lexapro; N=404 placebo). Generalized Anxiety Disorder Table 3 enumerates the incidence, rounded to the
nearest percent of treatment-emergent adverse events that occurred among 429 GAD patients who received Lexapro 10 to 20 mg/day in placebo-controlled trials. Events included are those
occurring in 2% or more of patients treated with Lexapro and for which the incidence in patients treated with Lexapro was greater than the incidence in placebo-treated patients. The most
commonly observed adverse events in Lexapro patients (incidence of approximately 5% or greater and approximately twice the incidence in placebo patients) were nausea, ejaculation
disorder (primarily ejaculatory delay), insomnia, fatigue, decreased libido, and anorgasmia (see TABLE 3). TABLE 3: Treatment-Emergent Adverse Events: Incidence in Placebo-Controlled
Clinical Trials for Generalized Anxiety Disorder* (F of Patients ing Event) Body Event [Lexapro (N=429) and Placebo (N=427)]: Autonomic Nervous
System Disorders: Dry Mouth (9% and 5%); Sweating Increased (4% and 1%) Cenlral & Peripheral Nervous System Disorders: Headache (24% and 17%); Paresthesia (2% and 1%).
Gastrointestinal Disorders: Nausea (18% and 8%); Diarrhea (8% and 6%); G fon (5% and 4%); Indigestion (3% and 2%); Vomiting (3% and 1%); Abdominal Pain (2% and 1%);
Flatulence (2% and 1%); Toothache (2% and 0%). General: Fatigue (8% and 2%); Influenza-like symptoms (5% and 4%). Musculoskeletal: Neck/Shoulder Pain (3% and 1%). Psychiatric
Disorders: Somnolence (13% and 7%); Insomnia (12% and 6%); Libido Decreased (7% and 2%); Dreaming Abnormal (3% and 2%); Appetite Decreased (3% and 1%); Lethargy (3% and
1%); Yawning (2% and 1%). Urogenital: Ejaculation Disorder2 (14% and 2%); Anorgasmias (6% and <1%); Menstrual Disorder (2% and 1%). *Events reported by at least 2% of patients
treated with Lexapro are reported, except for the following events which had an incidence on placebo = Lexapro: inflicted injury, dizziness, back pain, upper respiratory tract infection, rhinitis,
pharyngitis. 1Primarily ejaculatory delay. 2Denominator used was for males only (N=182 Lexapro; N=195 placebo). 3Denominator used was for females only (N=247 Lexapro; N=232 placebo).
Dose Dependency of Adverse Events The potential dose dependency of common adverse events (defined as an incidence rate of = 5% in either the 10 mg or 20 mg Lexapro groups) was
examined on the basis of the combined incidence of adverse events in two fixed-dose trials. The overall incidence rates of adverse events in 10 mg Lexapro-treated patients (66%) was
similar to that of the placebo-treated patients (61%), while the incidence rate in 20 mg/day Lexapro-treated patients was greater (86%). Table 4 shows common adverse events that occurred
in the 20 mg/day Lexapro group with an incidence that was approximately twice that of the 10 mg/day Lexapro group and approximately twice that of the placebo group. TABLE 4: Incidence
of Common Adverse Events* in Patients with Major Depressive Disorder Receiving Placebo (N=311), 10 mg/day Lexapro (N=310), 20 mg/day Lexapro (N=125): Insomnia (4%, 7%, 14%);
Diarrhea (5%, 6%, 14%); Dry Mouth (3%, 4%, 9%); Somnolence (1%, 4%, 9%); Dizziness (2%, 4%, 7%); Sweating Increased (<1%, 3%, 8%); Constipation (1%, 3%, 6%); Fatigue
(2%, 2%, 6%); Indigestion (1%, 2%, 6%).*Adverse events with an incidence rate of at least 5% in either of the Lexapro groups and with an incidence rate in the 20 mg/day Lexapro group
that was approximately twice that of the 10 mg/day Lexapro group and the placebo group. Male and Female Sexual Dysfunction with SSRIs Although changes in sexual desire, sexual
performance, and sexual often occur as i jons of a psychiatric disorder, they may also be a consequence of pharmacologic treatment. In particular, some evidence
suggests that SSRIs can cause such untoward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, performance, and
satisfaction are difficult to obtain, however, in part because patients and physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual experience
and performance cited in product labeling are likely to underestimate their actual incidence. Table 5 shows the incidence rates of sexual side effects in patients with major depressive disorder
and GAD in placebo-controlled trials. TABLE 5: Incidence of Sexual Side Effects in Placebo-Controlled Clinical Trials [In Males Only: Adverse Event: Lexapro (N=407) and Placebo (N=383)]:
Ejaculation Disorder (primarily ejaculatory delay) (12% and 1%); Libido Decreased (6% and 2%); Impotence (2% and <1%). [In Females Only: Lexapro (N=737) and Placebo (N=636)]: Libido
Decreased (3% and 1%); Anorgasmia (3% and <1%). There are no adequately designed studies ining sexual fon with escif treatment. Priapism has been reported with
all SSRIs. While it is difficult to know the precise risk of sexual dysfunction associated with the use of SSRIs, physicians should routinely inquire about such possible side effects. Vital Sign
Changes Lexapro and placebo groups were compared with respect to (1) mean change from baseline in vital signs (pulse, systolic blood pressure, and diastolic blood pressure) and (2) the
incidence of patients meeting criteria for potentially clinically significant changes from baseline in these variables. These analyses did not reveal any clinically important changes in vital signs
associated with Lexapro treatment. In addition, a comparison of supine and standing vital sign measures in subjects receiving Lexapro indicated that Lexapro treatment is not associated with
orthostatic changes. Weight Changes Patients treated with Lexapro in controlled trials did not differ from placebo-treated patients with regard to clinically important change in body weight.
Laboratory Changes Lexapro 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 Lexapro treatment. ECG Changes Electrocardiograms from Lexapro (N=625), racemic citalopram (N=351), and placebo (N=527) groups were compared with
respect to (1) mean change from 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 (1) a decrease in heart rate of 2.2 bpm for Lexapro and 2.7 bpm for racemic citalopram, compared to an increase of 0.3 bpm for placebo and (2) an increase
tn OTc interval of 3.9 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo. Neither Lexapro nor racemic citalopram were associated with the

increased risk for sulmdal thlnklng and behavior and indicate a need for very close monitoring and possibly changes in the medication. Laboratory Tests There are no specific laboratory tests
r i wnh Racemic Citalopram Citalopram - Since escitalopram is the active isomer of racemic citalopram (Celexa), the two agents should not be
. Drug i Drugs: Based on the mechanism of action of SNRIs and SSRIs including Lexapro, and the potential for serotonin syndrome, caution is advised
when Lexapro is coadministered with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an antibiotic which is a reversible non-selective MAOI),
lithium, tramadol, or St. John's Wort (see WARNINGS-Serotonin Syndrome). The concomitant use of Lexapro with other SSRIs, SNRIs or tryptophan is not recommended (see PRECAUTIONS -
Drug Interactions). Triptans: There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a triptan. If concomitant treatment of Lexapro with a triptan is
clinically warranted, careful observation of the patient is advised, particularly during treatment initiation and dose increases (see WARNINGS - Serotonin Syndrome). CNS Drugs - Given the
primary CNS effects of escitalopram, caution should be used when it is taken in combination with other centrally-acting drugs. Alcohol - Although Lexapro did not potentiate the cognitive and
motor effects of alcohol in a clinical trial, as with other psychotropic medications, the use of alcohol by patients taking Lexapro is not recommended. Monoamine Oxidase Inhibitors (MAOIs) -
See CONTRAINDICATIDNS and WARNINGS. Drugs That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, etc.) Serotonin release by platelets plays an important role in hemostasis.
studies of the ca: ntrol and cohort design that have demonstrated an association between use of psychotropic drugs that interfere with serotonin reuptake and the
occurrence of upper gastrointestinal bleeding have also shown that concurrent use of an NSAID or aspirin may potentiate the risk of bleeding. Altered anticoagulant effects, including increased
bleeding, have been reported when SSRIs and SNRIs are coadministered with warfarin. Patients receiving warfarin therapy should be carefully monitored when Lexapro is initiated or
discontinued. Cimetidine - In subjects who had received 21 days of 40 mg/day racemic citalopram, combined administration of 400 mg/day cimetidine for 8 days resulted in an increase in
nllalopram AUC and Cmax of 43% and 39%, respectively. The clinical significance of these findings is unknown. Digoxin - In subjects who had received 21 days of 40 mg/day racemlc

of clinically si ECG abnormalities. Other Events Observed During the Premarketing Evaluation of Lexapro Following is a list of WHO terms that reflect treatment-
emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS section, reported by the 1428 patients treated with Lexapro for periods of up to one year in double-blind
or open-label clinical trials during its premarketing evaluation. All reported events are included except those already listed in Tables 2 & 3, those occurring in only one patient, event terms that
are so general as to be uninformative, and those that are unlikely to be drug related. It is important to emphasize that, although the events reported occurred during treatment with Lexapro,
they were not necessarily caused by it. Events are further categorized by body system and listed in order of decreasing frequency according to the following definitions: frequent adverse events
are those occurring on one or more occasions in at least 1/100 patients; infrequent adverse events are those occurring in less than 1/100 patients but at least 1/1000 patients. Cardiovascular -
Frequent: palpitation, hypertension. /nfrequent: bradycardia, tachycardia, ECG abnormal, flushing, varicose vein. Central and Peripheral Nervous System Disorders - Frequent: light-headed feel-
ing, migraine. Infrequent: tremor, vertigo, restless legs, shaking, twitching, dysequilibrium, tics, carpal tunnel syndrome, muscle contractions involuntary, sluggishness, coordination
abnormal, faintness, hyperreflexia, muscular tone increased. Gastrointestinal Disorders - Frequent: heartburn, abdominal cramp, gastroenteritis. Infrequent: gastroesophageal reflux, bloating,
abdominal discomfort, dyspepsia, increased stool frequency, belching, gastritis, hemorrhoids, gagging, polyposis gastric, swallowing difficult. General - Frequent: allergy, pain in limb, fever,
hot flushes, chest pain. Infrequent: edema of extremities, chills, tightness of chest, leg pain, asthenia, syncope, malaise, anaphylaxis, fall. Hemic and Lymphatic Disorders - /nfrequent bruise,
anemia, cervical. Metabolic and Nutritional Disorders - Frequent: increased weight. weight, hypergly , thirst, bilirubin
increased, hepatic enzymes mcreased gout, hypercholesterolemia. Musculoskeletal System Disorders - Frequent: arthralgia, myalgia. Infrequent: jaw stiffness, muscle cramp, muscle stiffness,
arthritis, muscle weakness, back discomfort, arthropathy, jaw pain, joint stiffness. Psychiatric Disorders - Frequent: appetite increased, lethargy, irritability, concentration impaired. Infrequent:
jitteriness, panic reaction, agttatlon apathy, forgetfulness, depression aggravated, nervousness, restlessness aggravated, suicide attempt, amnesia, anxiety attack, bruxism, carbohydrate
craving, confusion, ion, disorientation, tional lability, feeling unreal, tremulousness nervous, crying abnormal, depression, excitability, audttory hallucination, sun:ldal

of ci and digoxin (single dose of 1 mg) did not si affect the phar of either ci or digoxin. Lithium - G
of racemic citalopram (40 mg/day for 10 days) and lithium (30 mmol/day for 5 days) had no significant effect on the pharmacokinetics of citalopram or lithium. Nevertheless, plasma lithium
levels should be monitored with appropriate adjustment to the lithium dose in accordance with standard clinical practice. Because lithium may enhance the serotonergic effects of
escitalopram, caution should be exercised when Lexapro and lithium are coadministered. Pimozide and Celexa - In a controlled study, a single dose of pimozide 2 mg co-administered with
racemic citalopram 40 mg given once daily for 11 days was assuualed with @ mean mcrease |n QTe values of approximately 10 msec compared to pimozide given alone. Racemic citalopram
did not alter the mean AUC or G,y Of pimozide. The of this phar is not known. Sumatriptan - There have been rare postmarketing reports describing
patients with weakness, hyperreflexia, and incoordination following the use of an SSRI and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e.g., fluoxetine, fluvoxamine,
paroxetine, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the patient is advised. Tl ine - Combined istration of racemic ci
(40 mg/day for 21 days) and the CYP1A2 substrate theophylline (single dose of 300 mg) did not affect the phari ine. The effect of phylline on the
pharmacokinetics of citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemic citalopram for 21 days did not affect Ihe pharmacokinetics of warfarin, a CYP3A4 substrate.
Prothrombin time was increased by 5%, the clinical S|gn|f|cance of which is unknown. Cdl ine - Combined i of racemic ci (40 mg/day for 14 days) and
carbamazepine (titrated to 400 mg/day for 35 days) did not affect the phar of car ine, a CYP3A4 substrate. Although trough citalopram plasma levels were
unaffected, given the enzyme-inducing properties of carl ine, the possibility that car might increase the clearance of escitalopram should be considered if the two drugs are
cnadmlmslered Triazolam - Comblned administration of racemic cna\opram (titrated to 40 mg/day 1or 28 days) and the CYP3A4 substrate triazolam (single dose of 0.25 mg) did not

affect the phar i of either or triazolam. - Combined of racemic ci (40 mg) and (200 mg), a potent CYP3A4
inhibitor, decreased the Cp,, and AUC of ketoconazole by 21% and 10%, resp! , and did not si affect the phar i of ci Ritonavir - Combined administration
of a single dose of ritonavir (600 mg), both a CYP3A4 substrate and a potent |nh|b|lor of CYP3A4, and escitalopram (20 mg) did not affect the pharmacokinetics of either ritonavir or
escitalopram. CYP3A4 and -2C19 Inhibitors - /n vitro studies indicated that CYP3A4 and -2C19 are the primary enzymes mvolved in the metabohsm of escitalopram. However,
coadministration of escitalopram (20 mg) and ritonavir (600 mg), a potent inhibitor of CYP3A4, did not affect the phar of Because escif is
metabolized by multiple enzyme systems, inhibition of a single enzyme may not appreciably decrease escitalopram clearance. Drugs Metabolized by Cytochrome P4502D6 - /n vitro studies
did not reveal an inhibitory effect of escnalupram on CYP2D6. In addltlon steady state levels of racemic citalopram were not significantly different in poor metabolizers and extensive CYP2D6
metabolizers after multiple-dose i of ci that ion, with esci of a drug that inhibits CYPZDB is unhkely to have Cllnlcally significant effects
on escitalopram metabolism. However, there are limited in vivo data suggesting a modest CYP2D6 inhibitory effect for (20 mg/day for
21 days) with the tricyclic antidepressant desipramine (single dose of 50 mg), a substrate for CYPZDB resulted in 2 40% increase in Cmax and a 100% increase in AUC of desipramine. The
clinical significance of this finding is unknown. Nevertheless, caution is indicated in the of and drugs ized by CYP2D6. Metoprolol - Administration of
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tendency. R Disorders/Female* - Frequent: menstrual cramps, menstrual disorder. /nfrequent: menorrhagia, breast neoplasm, pelvic i ual

spotting hetween menses. *% based on female subjects only: N=905 Respiratory System Disorders - Frequent: bronchitis, sinus congestion, coughing, nasal congestion, sinus headache
Infrequent: asthma, breath shortness, laryngitis, pneumonia, tracheitis. Skin and Appendages Disorders - Frequent: rash. Infrequent: pruritus, acne, alopecia, eczema, dermatitis, dry skin,
folliculitis, lipoma, furunculosis, dry lips, skin nodule. Special Senses - Frequent: vision blurred, tinnitus. Infrequent: taste alteration, earache, conjunctivitis, vision abnormal, dry eyes, eye
irritation, visual disturbance, eye infection, pupils dilated, metallic taste. Urinary System Disorders - Frequent: urinary frequency, urinary tract infection. Infrequent: urinary urgency, kidney
stone, dysuria, blood in urine. Events Reported Subsequent to the Marketing of Escitalopram - Although no causal relationship to escitalopram treatment has been found, the following adverse
events have been reported to have occurred in patients and to be iated with escil treatment during postmarketing spontaneous and clinical trial experience and were
not observed during the premarketing evaluation of escitalopram: Blood and Lymphatic System Disorders: hemolytic anemia, leukopenia, thrombocytopenia. Cardiac Disorders: atrial
fibrillation, cardiac failure, myocardial infarction, torsade de pmntes ventricular arrhythmia, ventricular tachycardia. Endocrine Disorders: diabetes mellitus, hyperprolactinemia, SIADH. Eye
Disorders: diplopia, glaucoma. Gastroi inal Disorders: g inal hemorrhage, pancreatitis, rectal hemorrhage. General Disorders and Admmlstratlon Stte Conditions: abnormal gait.
Hepatobiliary Disorders: fulminant hepatitis, hepatic 1at|ure hepatic necrosis, hepatms Immune System Disorders: allergic reaction. QT p ion, INR
increased, prothrombin decreased. Metabolism and Nutrition Disorders: h and Connective Tissue Dtsorders rhabdomyolysis. Nervous System
Disorders: akathisia, chore dysarthria, dyskinesia, dystonia, p idal disorders, grand mal seizures (or ptic malignant
syndrome, nystagmus, seizures, serotonin syndrome, tardive dyskinesia. Pregnancy, Puerperium and Perinatal Conditions: spontaneous abortion. Psychiatric Dtsorders acute psychosis,
aggression, anger, delirium, delusion, nightmare, paranoia, visual hallucinations. Renal and Urinary Disorders: acute renal failure. Reproductive System and Breast Disorders: priapism.
Respiratory, Thoracic and Mediastinal Disorders: pulmonary embolism. Skin and Subcutaneous Tissue Dlsorders angioedema, ecchymosis, erythema multiforme, photosensmvny reaction,
Stevens Johnson Syndrome, toxic epidermal necrolysis, urticaria. Vascular Disorders: deep vein h ion, orthostatic h: ion, phlebitis,
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Brs {0 the editor

Canadian System Works

t was good to see the letter from Nancy

Porter-Steele, Ph.D., in the January 2
issue recommending the Canadian health
system. I was a colleague and friend of her
husband, Curtis Steele, M.D., when we
were both practicing in Baton Rouge, La.,
in the 1960s and 1970s. I always wondered
where he’d gone after I left town and we
“lost touch.”

For many reasons, I have been con-
cerned about the future of private prac-
tice for many years and am now a sup-
porter of a single-payer health system
by gradually bringing everyone under
Medicare (which has cared for me so
well since I developed cancer and have
had other problems). I finally solved most
of my problems with private practice by
going into public psychiatry. Dr. Steele
went to Canada.

Furthermore, 1 frequently share
meals with Canadian physicians at a
bed-and-breakfast during annual trips
to the Shaw Festival at Niagara-on-
the-Lake in Ontario. Although I have
not talked to any orthopedic surgeons
(waiting lists for hip replacements?), I
find that the primary care physicians
who stay at the same place are quite sat-
isfied with their practice arrangements
and compensation, and as Nancy Steele

Advertising

continued from page 2

gets remain flat or decline in the current
economic climate.

However, the return on investment
can be much more unpredictable. In the
vast and rapidly morphing online world,
how to grab and hold the attention of
fickle users is still the biggest chal-
lenge and one that still leaves marketers
scratching their heads.

Regulating promotions of medications
in the new media poses new challenges.
The Food and Drug Administration (FDA)
Division of Drug Marketing, Advertis-
ing, and Communications (DDMAC) is
in charge of regulating all marketing and
promotional activities of pharmaceutical
and medical-device companies. In 2008,
for example, the DDMAC sent a warn-
ing letter to Shire regarding a YouTube
video for Adderall XR featuring celeb-
rity Ty Pennington that “overstate[d] the
efficacy of Adderall XR” and “omit[ted]
important information regarding the risks
associated with” the drug. Shire withdrew
the video.

“DDMAC has been and continues to
monitor the many vehicles that companies
use to promote their prescription drug
products . . . including magazine ads, TV
ads, promotional exhibits at medical con-
ferences, Internet. ..,” Karen Mahoney, an
FDA spokesperson told Psychiatric News.
“Internet monitoring includes promo-
tion done by or on behalf of drug compa-
nies such as on companies’ own product
Web sites and their placement of promo-
tion on others’ Web sites.” She pointed to
the FDA’s actions on the Shire YouTube
video as an example of the agency’s effort
to monitor such promotions. W

describes in detail, they particularly like
the low overhead and lack of “hassle.” It
would be interesting and useful to see
letters from others with similar or dif-
ferent experiences in foreign practice in
Psychiatric News.
JOHN L. KUEHN, M.D.
Medina, Ohio

Ethics Lesson

hanks to Dr. Stotland for her January

16 column, which was both about, and
not about, the man who is no longer gov-
ernor of [llinois. Her column was a “lem-
ons-to-lemonade” accomplishment on her
part. She managed to turn a major embar-
rassment for our state into an opportunity
to educate the public, and our member-
ship, about a not-too-well-known section
of our ethics code.

As chair of the Illinois Psychiatric
Society’s Ethics Committee, I’'m aware
that the so-called “Goldwater Rule”—
the prohibition on APA members mak-
ing public diagnoses of public figures—
is not widely known. One only has to
watch major news outlets to see mem-
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bers of various mental health professions
violating this ethical canon. The resig-
nation of Gov. Spitzer of New York and
recent events in Illinois both provoked
such comments.

If we impressionistically feel a public
figure is harming the public, it’s tempt-
ing but still wrong to publicly diagnose
thatindividual. This would lead us down
a path fraught with risk to people in pub-
lic life, to our profession, and to society
at large. Were we to ignore this ethics
rule, public figures could be stigmatized,
psychiatrists would hurt the reputation
of our profession by acting outside the
bounds of our expertise (diagnosing peo-
ple we’ve never met, without their con-
sent), and society might miss the chance
to hold politicians and others account-
able for their behavior through the psy-
chiatrist’s perceived grant of a pathologi-
cal “excuse.”

By the same token, our knowledge and
experience may make us think it likely a
public figure suffers from a mental dis-
order, but we must remember that true
psychiatric diagnosis is based on a care-
ful and objective weighing of informa-
tion, and that information should be

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.

obtained directly from the person being
diagnosed, at their request or at least with
their consent.

As professionals with a responsibility
to society as well as to our patients, we
must resist the urge to assign a diagnosis
to those in public life because of the harm
it could do both to public discourse and to
our own profession. Thanks, Dr. Stotland,
for reminding us, and the public, of this
important principle.

DAVID H. BARON, M.D.
Hinsdale, T11.

Century

continued from page 14

A year later, he created the National
Committee for Mental Hygiene, which
was renamed the Mental Health Associa-
tion in 1976, the National Mental Health
Association in 1980, and Mental Health
America in 2006.

In 1917 the committee drafted a men-
tal hygiene program at the behest of the
U.S. Surgeon General, and in the 1920s
it developed a set of model commitment
laws, which was adopted by several states.

In the 1930s the committee convened
the First International Congress on Men-
tal Hygiene in Washington, D.C. More
than 3,000 people from all over the world
attended.

In the decades that fol-
lowed, the committee
continued to play an
active role in mental
health advocacy. In
1946 it was one of the
leading advocate orga-
nizations working for
passage of the National Men-
tal Health Act, which estab-
lished the National Institute
of Mental Health.

In 1953 it commissioned
the casting of the Mental
Health Bell, which was forged
from melted chains and shack-
les used to restrain people
with mental illness. The bell
has served as the organiza-
tion’s symbol ever since.

MHA President and
CEO David Shern, Ph.D.,
told Psychiatric News that the
Mental Health Bell has long
served as a “reminder that
the invisible chains of mis-

understanding and discrimination still
bind people.”

He added that over the years, leaders
in the mental health field have rung the
bell to mark important achievements such
as the passage of legislation to mandate
insurance parity.

“It will continue to ring out in the
future—for progress in improving mental
health and achieving victory over mental ill-
nesses and addiction disorders,” he stated.

Members of the National Committee
for Mental Hygiene worked to enact var-
ious pieces of legislation, including the
Community Mental Health Centers Act,
which authorized construction grants for
community mental health centers and
pushed for deinstitutionalization.

In the ensuing decade, the commit-
tee forced the release of $52 million in
impounded government funds meant

to establish community mental health

Maryland Gov. Theodore McKeldin and Mrs. A. Felix DuPont in 1953 pour
the metal made from melted chains used to restrain people with mental
ilinesses to create the Mental Health Bell, which has since served as the
symbol for Mental Health America.

centers and demanded, successfully, that
the question “Have you ever been mentally
ill?” be removed from federal employment
applications.

In the 1980s and 1990s under its new
name, the National Mental Health Associ-
ation, the organization continued to add to
its list of achievements. Among these are

e working to pass the Protection and
Advocacy for Mentally 11l Individuals
Act (1986),

e organizing the National Action Com-
mission on the Mental Health of Rural
Americans (1987), and

e helping to secure passage of the 1996
Mental Health Parity Act, the first fed-
eral legislation to implement some aspects
of parity in health coverage for 9 million
federal workers and their families.

In 2008 further progress was made on
the parity front when MHA
participated with a number
of other advocacy and profes-
sional organizations—includ-
ing APA—to ensure that the
Paul Wellstone and Pete
Domenici Mental Health Par-
ity and Addiction Equity Act
of 2008 became law.

“As we celebrate our cen-
tennial year,” Shern said,
“Mental Health America is
determined to continue our
work to make mental health
integral to overall health and
promote wellness, prevention,
early intervention, education,
and access to care for everyone
who has a mental or substance
use condition.”

More information about
Mental Health America is post-
ed at <www.nmba.org>. A

Photos courtesy of Mental Health America
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Election Results

continued from page 1

life and their professional association than
did the psychiatrists who preceded them
and built the current APA. Bernstein, a
longtime educator, said, “I have devoted my
career to preparing the next generation of
psychiatrists, and thisis the time for APA to
reshape itself so it can better meet the needs
of patients, future psychiatrists, and those
now beginning their careers.”

Jeffrey Geller, M.D., of Massachu-
setts won the three-way race to succeed
Bernstein as vice president. He received
55.7 percent of the vote after the prefer-
ential ballot plan was applied. Coming in
second was Area 4 Trustee Sidney Weiss-
man, M.D., of Chicago, followed by for-
mer Assembly Speaker Jeffrey Akaka,
M.D., of Honolulu.

Under the preferential voting system,
which is used in races with more than
two candidates, voters are asked to rank
the candidatesin the order in which they
would like to see them win. If no candi-
date garners a majority in the first round
of counting, the candidate with the lowest
number of votes is eliminated—in this case
that was Akaka—and the second-choice
votes on the ballots cast for him or her are
redistributed to the remaining candidates.
Geller received a majority after the redis-
tributed votes were apportioned between
him and Weissman.

Each year one of APA’s three trustee-at-
large positions is open for election, and this
yearitwas the one reserved for an early career
psychiatrist. The winner was Joyce Spur-
geon, M.D., of Louisville, Ky., who outpolled
Harsh Trivedi, M.D., of Providence, R.I.
Spurgeon received 57.2 percent of the vote.

Three of APA’s Areas also elected trust-
ees this year, and two of the three victors
will be joining the Board for the first time.

IGVIR

In Area 1 the new trustee will be Fred-
erick Stoddard Jr., M.D., of Boston, who
won 55.2 percent of the vote to defeat Rob-
ert Feder, M.D., of Manchester, N.H. Area
1 includes the New England states plus the
Canadian district branches for Ontario
and for Quebec and Eastern Canada.

The new Area 4 trustee will be John
Wernert, M.D., of Indianapolis. He
received 64.4 percent of the vote against
his opponent, Sul Ross Thorward, M.D.,
of Columbus, Ohio. Area 4 is composed of
the Midwestern states.

In Area 7, which includes the Rocky
Mountain states, Alaska, Hawaii, the West
Coast except for California, and Western
Canada, William Womack, M.D., of Seattle
won a second term on the Board. He gar-
nered 51.3 percent of the vote in defeating
Constance Powell, M..D., of Portland, Ore.

A trio of candidates also competed for
the Board’s member-in-training trustee-
elect (MITTE) position. Kayla Pope,
M.D., a Children’s National Medical Cen-
ter/National Institute of Mental Health
child psychiatry fellow, emerged the win-
ner. She received 53.2 percent of the votes
after those of the third-place finisher,
Erick Cheung, M.D., were redistributed
between her and Laura Kent, M.D., who
came in second. Cheung is a resident at the
University of California at Los Angeles,
and Kent is a resident at New York State
Psychiatric Institute/Columbia Presbyte-
rian Medical Center.

All of the newly elected officers and
trustees take office at the close of the
2009 annual meeting in May. Also at
that time President-elect Alan Schatz-
berg, M.D., will become president, and
Melinda Fierros, M.D., currently the
MITTE, will become the member-in-
training trustee.

A total of 9,403 members voted this
year, 31.5 percent of those eligible to vote.

President-Elect

m Carol A. Bernstein, M.D.
4,685
50.5%

Roger Peele, M.D.

29.6%

= Michael Blumenfield, M.D.
1

,846 Total votes: 9,276
19.9%

Vice President

m Jeffrey Geller, M.D., M.P.H.
3,451
38.3%

Sidney H. Weissman, M.D.

FIRST ROUND
2,925
32.5%

m Jeffrey Akaka, M.D.

2,635 Total votes: 9,011
29.2%

u Jeffrey Geller, M.D., M.PH. SECOND ROUND
4,576
55.7%

Sidney H. Weissman, M.D.
3,633
44.3%

Total votes: 8,209

MIT Trustee-Elect

= Kayla Pope, M.D., J.D.  FIRST ROUND
310
37.5%

Laura K. Kent, M.D.
263
31.8%

® Erick H. Cheung, M.D.
254  Total votes: 827
30.7%

&

= Kayla Pope, M.D., J.D.
402
53.2%

Laura K. Kent, M.D.
353
46.8%

SECOND ROUND

4

Total votes: 755

Area 1 Trustee
® Frederick J. Stoddard Jr.,
M.D.
645
55.2%

Robert Feder, M.D.
523
44.8%

W

Total votes: 1,168

ECP Trustee-at-Large

= Joyce Spurgeon, M.D.
4,871
57.2%

Harsh K. Trivedi, M.D.
3,642
42.8%

Total votes: 8,513

This percentage was about the same as
in last year’s election. There was, how-
ever, a substantial jump in members who
chose to vote online rather than through a
mailed, paper ballot. While each of the last
two elections has seen about one-third of
members voting online, this year 42 per-
cent did so. W

Area 4 Trustee

= John J. Wernert, M.D.
912
64.4%

Sul Ross Thorward, M.D.
504
35.6%

&

Total votes: 1,416

Area 7 Trustee

® William Womack, M.D.
399
51.3%

Constance Powell, M.D.
378
48.7%

Total votes: 777

Reform

continued from page §

challenging. That makes it especially excit-
ing to see the commitment of the Obama
administration both to reform and to the
full inclusion of psychiatric care. I hope
that we will see incentives for the integra-
tion of psychiatric care with all the other

annal (7711

Session
continued from page 24

e The National Institute on Alcohol Abuse
and Alcoholism is offering a special track
of sessions on alcohol abuse. Topics include
basic screening, the comorbid management
of heavy drinking with such ills as post-
traumatic stress or sleep disorders, and the
impact of neuroscience and genetic research
on pharmacological treatment.

e The International Medical Graduates
Institute for foreign-born psychiatry resi-
dents will offer these physicians guidance
on the practice of psychiatry in the United
States. Special focus is given to the impor-
tance of developing language and commu-
nication skills and cultural perspective to
foster optimum interaction with patients,
tellow residents, and residency faculty. W
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medical care our patients need, and that
we will see real incentives—not just rheto-
ric—to attract medical students into rela-
tively low-income medical specialties like
family medicine, general internal medi-
cine, geriatrics, and psychiatry. APA is
ready, willing, and able to work with the
new administration to bring these good
intentions to fruition.”

The president’s plan comes as a grow-
ing number of congressional leaders and
health care advocates have begun push-
ing for action to overhaul the health care
system and expand access sooner than the
2010 timeframe congressional leaders had
previously planned.

Sen. Max Baucus (D-Mont.), chair of the
Senate Finance Committee and a leader of
health reform efforts, said several elements
in the president’s budget are consistent with
his health care reform goals released late
last year. They include provisions to base
hospital and clinician payments on high-
quality outcomes and to eliminate waste,
fraud, and abuse in the system.

“We can and mustachieve comprehensive
health care reform this year, and this budget
gives us a launching pad to move forward,”
Baucus said in a written statement.

Thepresident’s address atthejoint session
of Congressispostedat <www.whitehouse.gov/
the_press_office/Remarks-of-President-
Barack-Obama-Address-to-Foint-Session-
of-Congress/>. B

Stimulus Law

continued from page 7

promoted. This approach aims to counter
the use of research designed only to pro-
mote least-expensive treatment options.
Mental health advocates, including the
National Alliance on Mental Illness,
opposed language in early versions of the
measure that emphasized cost savings over
clinical effectiveness and federal govern-
ment restrictions on funding for treat-
ments based on studies with limited effi-
cacy comparisons.

Privately insured people also could
benefit from a 65 percent premium sub-
sidy for nine months of coverage under
the COBRA law—the federal law that
allows many workers to continue in
their employer’s group health insur-
ance plan for a defined period after they
leave a job. The measure, aimed at peo-
ple terminated between September 1,
2008, and December 31, 2009, will help
provide continuity of health care, espe-
cially for psychiatric conditions that are
sensitive to disruptions in prescribed
medications.

The impact of the COBRA change
could be significant because fewer than
1 in 10 eligible workers opted for con-
tinuing insurance coverage under the
law in 2007, due to high cost. COBRA
requires workers to pay the entire pre-

mium—including the share typically
paid for by employers—plus a 2 percent
administrative fee. The average cost of
COBRA coverage for a family of four
is $13,000 a year, according to govern-
ment statistics.

Numerous aspects of ARRA remain
unclear, including how many of the pro-
visions will be implemented. While, for
example, the Prevention and Wellness
Fund will invest in evidence-backed, com-
munity-based prevention programs that
directly improve the health of Americans,
the law tasks officials at the Department
of Health and Human Services (HHS)
with determining which programs meet
the goals of this huge investment, and
many senior positions at HHS have yet
to be filled.

Even when the HHS positions are fully
staffed, the wide latitude given to admin-
istrators to implement the law’s provisions
will require careful scrutiny and feedback
by mental health and other advocates.

“You can bet we are going to be in there
every day trying to influence how these
provisions are being implemented,” Bor-
oughs said.

Information on the mental bealth-
related provisions of ARRA is posted at
<www.nami.org/ITemplate.cfin?Section=
Februaryl4&Template=/Content
Management/ContentDisplay.
ofmdrContentID=73996>. B
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Peer Support

continued from page 9

one wants to see them fail,” said Grenier.

Once accepted, the peer-support
coordinators take a two-week train-
ing course, not to become therapists,
but rather to “listen, assess, and refer.”
They learn to recognize the boundaries
between peer support and counseling.
This part of the training is extremely
complex and emotionally charged
because it brings up issues the new coor-
dinators have faced themselves, said
Grenier. Additional training covers the
nuts and bolts of services and programs
available from the Canadian Forces or
Veterans Affairs Canada.

The program has about 20 ex-military
coordinators, an equal number of family
coordinators, and about a dozen bereave-
ment-support members (all of whom have
lost a family member in the line of duty).
They have served about 4,000 service or
family members, mostly on or near half a
dozen main military bases. Most cases so
far have been soldiers who served in Bos-
nia or Croatia.

“We want employees to quickly grasp
the issue the soldier has and know where to
get help,” Grenier said. “They know how
to build trust to overcome barriers.”

One barrier, he believes, is the language
of therapy.

“The doctors use words to heal us, and
I didn’t know what the words meant,” he
said of his own experience. His situation
was difficult enough, but he realized it
had to be even harder for a combat arms
corporal.

So when he began planning what has
become OSISS, the place of language was
critical.

Start with “operational stress injury.”
What happens in soldiers’ minds after
warfare is an injury caused by the stress
of military operations—being under fire,
seeing friends killed or wounded, facing
the added horrors of civilian casualties.
The U.S. Marine Corps and the Navy
medical service that serves the corps have
adopted similar language, and Grenier has
consulted with Marine Corps psychiatrists

Marijuana

continued from page 10

everyone agrees. Gitlow said he looks
for some provision to make marijuana
accessible to researchers without chang-
ing the schedule status for the general
population.

“We need controlled trials
extended period of time, because many
of the effects are not going to show up in
an eight-week trial,” Gitlow said. “Ideally,
this would be research in a controlled set-
ting without making the drug accessible to
the public at large. The first step is there-
fore to figure out the marijuana ingredi-
ent providing benefit and then determine
a safe method of dosing that ingredient.
We can’t jump to the end of the process
without first going through the necessary
intermediate steps.”

An abstract of “Nonacute (Residual)
Side Effects of Cannabis Use: A Meta-
Analytic Study” is posted at <www.ncbi.
nlm.nib.gov/pubmed/12901774>. A

for an

in developing OSISS. Along with others,
he would like to demedicalize operational
stress injury.

“We’re not trying to challenge the
DSM-1V but to bridge the gap between
the mental health providers and the peo-
ple they care for,” he said.

The entire organization meets every
six months for training. The next session
will concentrate on self-care and time-
management skills for the coordinators.
All coordinators must maintain contact
with a mental health provider and run
through an annual checklist to minimize
burnout.

OSISS also offers services to the fam-
ilies of military personnel. Peer coordi-
nators who help families must live with
a person who has had a stress injury, said
Melissa Bryden, an OSISS family-support
peer coordinator from Winnipeg.

Bryden is not a war veteran, but she has
worked for 13 years, half of them full time,
as a reservist medical technician in Sas-
katchewan and Alberta. Her husband, also
a medical technician, has served a stint in
Afghanistan. Bryden is part of the second
half of OSISS, the family-supportside. All
the family peer-support coordinators must
have a family member who served in the
Canadian forces.

There is other existing support for
the families of deploying soldiers. They
are briefed in advance about what they
and their service member can expect
while in the war zone. Staff at Military
Family Resource Centers located on 32
bases across the country brief them again
before the soldier returns home and once
more six months later. The centers also
offer help with child development, par-
enting support, crisis intervention, and
other services. Family coordinators like
Bryden attend those meetings. Their
contact information is available from
the Canadian Forces or Veterans Affairs
Canada, but they do not seek out poten-
tial families in need. The families that
decide they need some kind of help must
take the first steps in contacting OSISS,
either through using contacts on the
base such as the chaplains or via an 800
phone number.

An initial interview with the family
often brings a moment of recognition as
the family members realize for the first
time that they are not the only ones experi-
encing the problems they have justshared,
said Bryden. The peer-support coordina-
tor’s job is to try to figure out what the
service member or family members need,
show them where to get it, and often help
them through the inevitable paperwork
and bureaucratic maze that veterans and
military families in every country seem
to face. They function partly as coaches,
partly as case managers.

“People with mental health prob-
lems just can’t navigate the system,” said
Bryden, so she will go to the family home
and help with the paperwork or make sure
someone sees a counselor.

The program also launched a speaker’s
bureau in January 2008 to increase aware-
ness of operational stress injury, address
the stigma surrounding mental illness, and
urge early intervention.

More information on the Canadian
Forces’ Operational Stress Injury and So-
cial Support Program is posted at <www.
osiss.ca>. W

er
continued from page 13
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“I'was floridly psychotic in the consult-
ing room for much of the three years I saw
her,” Saks recalled. “However, I don’t think
she knew the extent of my psychosis as I
was hiding a lot. In any event, she did not
recommend medication, and I think she
believed that my illness could be worked
with psychoanalytically.

“My analyst’s presence was comforting,
and my thoughts were neither good nor
bad in her view. Furthermore, she helped
me become more psychologically minded
and to develop an observing ego.”

Saks obtained a master’s degree in
letters from Oxford. She then returned
to the United States and attended Yale
Law School. During this period, she
was still not taking any antipsychotic
medications, and her positive symp-
toms increased. She was diagnosed with
schizophrenia, hospitalized for five
months, and forcibly medicated with
antipsychotic medications.

Upon being discharged from inpatient
care, she remained on antipsychotic med-
ications, but also saw an analyst. He, like
the analyst in England, strengthened her
observing ego and “was very soothing,”
she said.

Saks graduated from Yale Law School
and started working as a lawyer. Dur-
ing this period, she attempted to reduce
the amount of antipsychotic medications
she was taking because of concerns about
developing tardive dyskinesia. Her psy-
chotic episodes returned.

Subsequently, an analyst helped her
come to accept that she had a serious men-
talillness and that she needed to remain on
antipsychotic medications indefinitely.

“Simply being on antipsychotic med-
ications could not have brought about

such acceptance,” she stressed. “And this
acceptance set me free psychologically.
My good fortune is not having recovered
from schizophrenia, which I have not, but
to have found my life.”

And finding her life meant setting out,
in her 40s, to look for romance and a part-
ner who would accept her as she was. She
was successful. In fact, her husband, Will,
was at the ApsaA meeting, providing a col-
orful and humorous PowerPoint presenta-
tion to illustrate her talk.

Saks also discussed some of the other
ways thatanalysis has helped her cope with
her illness:

¢ It has helped her understand her child-
hood better, and such understanding in
turn has helped her cope better with her
schizophrenia.

e It has helped her to become more psy-
chologically minded and to manage her
feelings better.

* As she developed an observing ego, it
helped her recognize when she was having
psychotic symptoms.

* Any stress or sudden change in her life
at one time would send Saks into a tailspin
psychologically. Analysis helped her iden-
tify and better manage stresses in her life.
* Analysis gave her an outlet to discuss
her problems with schizophrenia. It also
helped her “find meaning in [her] struggles

with schizophrenia.”

Saks is so impressed with analysis,
in fact, that she is training to become a
research psychoanalyst.

Saks bas written a memoir about
ber struggles and successes with schizo-
phrenia, The Center Cannot Hold:
My Journey Through Madness. It was
publisbed by Hyperion in 2007. She will
lecture at APA’s 2009 annual meeting on
Monday, May 18, at 11 a.m. R

Women

continued from page 12

But how aggressive must women be to
lead effectively? There doesn’t seem to
be an easy answer to this question, Settel
noted. Women leaders need to be tough
enough to confront people and to make
hard decisions, yet when they exhibit
such stalwartness, they may be criticized
for being brash or showboating. Gour-
guechon agreed: as a woman in power, it
may be hard to “strike the right note” as far
as aggression is concerned.

But are women in leadership positions
at a disadvantage because, according to
popular belief, they are innately less force-
ful than men are? Gourguechon doesn’t
think so. She believes that women are at
least as combative as men are. However,
the way that women express their combat-
iveness tends to differ from the way men
express theirs, she observed. Men tend to
display theirs through fighting, whereas
women are apt to display theirs through
envy or hostility.

How about maternal instincts? Do
they have any place in female leadership?
Sometimes, Gourguechon contended.
For example, when women leaders take
a less authoritative and more nurturing
approach with their staff, it can be a pos-
itive move. Also, Gourguechon said she

views her presidency of APsaA “asifI have
a big household to run” and believes that
such a stance is an attribute for the job.

However, amaternal instinct that women
in power need to subdue, Gourguechon
cautioned, is the impulse to always respond
to the needs of others. In other words, they
need to grow out of the Girl Friday role,
where they are everybody’s favorite person
for getting the work done, and to learn how
to delegate responsibility. W

HAPA to Meet

he Hellenic American Psychiatric

Association (HAPA) will hold its 10th
annual meeting in May in San Francisco in
conjunction with APA’s 2009 annual meet-
ing. While the meeting date has not been
confirmed yet, it will most likely be Tues-
day, May 19, from 7 p.m. to 10 p.m.

The meeting will feature Charles B.
Nemeroff, M.D., Ph.D., whose lecture is
titled “Psychopharmacology in the 21st
Century: Toward Personalized Medicine
in Psychiatry,” and Ioannis Zervas, M.D.,
whose lecture is titled “On Women’s Men-
tal Health at the Athens University: A Per-
son-Centered Approach.”

Register now. More information is avail-
able by e-mail to anpapas@comcast.net. B
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UCLA
Geriatric Psychiatrist

The Division of Geriatric Psychiatry of UCLA’s Department
of Psychiatry and Biobehavioral Sciences in conjunction with
the Jane & Terry Semel Institute for Neuroscience and Human
Behavior (a multidisciplinary research institute) is seeking an
academic psychiatrist at the rank of Assistant or Associate
Professor, depending on qualifications.

This position is an opportunity to cultivate an Academic
Geriatric Psychiatry career in a highly productive university
teaching hospital setting. An M.D. degree and an active
research program with an excellent record of publication in
the field as well as success in obtaining research grants are
required.

Opportunities exist in neuroimaging, neuropsychology, and
translational research related to major mental disorders of
late life. In addition to research activities, the position will
involve clinical and teaching responsibilities, including in-
struction to psychiatry residents, postdoctoral fellows, and
medical students.

Candidates must possess or be eligible for a permanent
California medical license and must be board-eligible in
psychiatry.

Please send via email a curriculum vitae with cover letter
outlining academic/research interests, and the names and
addresses (do not send letters) of three references to:
ehiramoto@mednet.ucla.edu.

Deadline for applications is APRIL 30, 2009.
UCLAis an EOE

NEUROPSYCHIATRIST

VA Boston Healthcare System
&
Harvard Medical School

The VA Boston Healthcare System and Harvard Medical School are recruiting a
neuropsychiatrist to provide clinical services to veterans with a broad range of
brain disorders, including traumatic brain injury (TBI) and pain. This
individual will be a key member of the new TBI clinical team being assembled to
staff a newly forming regional TBI clinical center, and would have a joint
appointment with the Brigham & Women's Hospital. We are seeking a board
certified clinician-scientist with specialized training and research track record
in neuropsychiatry and preferentially TBI to lead this emerging and highly
prioritized clinical program to a position of national excellence. Depending on

qualifications, this individual would be given protected research times and

start-up resources and have the opportunity to collaborate with neuroscientists
at VABostonand BWH, including Dr. David Silbersweig.

This position offers a highly competitive VA salary and a faculty appointment at
Harvard Medical School commensurate with experience. Please send a letter of

interest, CV, and contactinformation for three references to:

Gary B. Kaplan, M.D., Director, Mental Health Service
VA Boston Healthcare System
940 Belmont Street

Brockton, MA 02301

Phone: 774-826-2473

Email: Gary.Kaplan@va.gov

VA Boston is an AA/EO Employer

with a strong institutional

commitment to diversity in all areas
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Adult Psychiatrist, Board Eligible or Certified, for 20 to 40 hr.
position to work at North Suffolk Mental Health
Association.

Candidate will be lead psychiatrist for a Multidisciplinary
Team at one or more Community Counseling Centers
located in Chelsea, East Boston, and/or Revere.

Job entails psychiatric evaluations and medication
follow-up appointments, and will provide and
consultation to weekly multidisciplinary team meetings.
S/he will have the opportunity to supervise a prescribing
CNP and clinical staff, and may supervise MGH/McLean
Residents. An MGH/Harvard appointment is possible with
the right credentials.

Bilingual/Bicultural/Culturally Competent in Spanish highly
preferred. Excellent Pay based on background and experi-
ence; generous benefit package. Please submit CV to: Maura
Cox, Recruiter at gethired@northsuffolk.org or contact
Nancy McDonnell, MD at nmcdonnell@northsuffolk.org.

NORTH

SUFFOLK
Mental Health
Association

How the Rebate Works:

1. Your local psychiatric District Branch
or Canada and, must approve the application no later

2. Have paid the full-time registration than September 30, 2009.
fee for the Annual Meeting 2. The difference between the member
($850.00/advance, $940.00/on-site). and non-member Annual Meeting
registration fee will be applied towards
your pro-rated 2009 national and local
dues.

You May Qualify If You:
1. Are a psychiatrist residing in the U.S.

To Apply:

1. Stop by the APA Member Center to fill
out an APA Membership Application
on-site during the meeting.

2. Provide proof of ACGME-AOA or
RCPS(C)—approved psychiatry
residency training and a current, valid
medical license to APA no later than JCHATRy
June 30, 2009. )

Please stop by the APA Member Center at
the Annual Meeting to learn more about
the many benefits of APA membership.

5%°
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It takes experience to see
the exception to the rule.

At Psychiatrists Only, the nation’s most experienced recruitment and placement
firm, we specialize in bringing your unique professional (and individual) qualities
to light. With the industry’s largest database at our fingertips, we can help you
pinpoint the perfect locum tenens or permanent position and then present you
as the most uniquely qualified candidate.

After all, bringing the finest psychiatrists and the most successful practices
together is what makes us the exception to the rule.

GET NOTICED TODAY. Call 800.583.2256 and ask for Don or Scot, visit us at
www.psyonly.com and fill out our zip app or fax your CV to 800.838.9843

JL
T

Psychigtrists ﬂn]@ )

e Prompt & Competitive Pay
e Comprehensive Malpractice Coverage
o State Medical Licensure Assistance

e Member, NAPR and Charter Member
of the National Association of Locum
Tenens Organizations

psyonly.com

PSYCHIATRISTS

VA Boston Healthcare System

Emergency Services/Outpatient Psychiatrist - West Roxbury campus:
VABHS is recruiting a board certified (board eligible if less than 2 years
post-residency) psychiatrist with recent experience in an ED setting.
Candidate will provide direct outpatient care at West Roxbury and services
and clinical supervision of psychiatry residents on evenings and weekends
in the Emergency Department. This individual would join an established,
highly regarded Psychiatry Consultation-Liaison team that trains residents
and fellows from both medical schools. Academic appointment is through
HMS and/or BUSM, commensurate with qualifications.

Medical Director, Consultation-Liaison Psychiatry — West Roxbury
campus: VABHS is recruiting a Medical Director for the Psychiatry
Consultation-Liaison service, West Roxbury campus. We seek a board
certified academic psychiatrist with at least 3 years' post-residency
experience full time (or equivalent) on an academic C-L service,
demonstrated excellence in clinical teaching, strong administrative skills,
and the motivation and ability to lead this outstanding clinical teaching
service. The C-L service receives more than 1200 consultation requests per
year, and is an integral part of a vibrant and exceptional academic
environment that features nationally recognized training and research
programs, and several VA Clinical Centers of Excellence. Academic
appointment is through HMS, commensurate with qualifications. The
Medical Director oversees the VA-Brigham Women's Hospital
Psychosomatic Fellowship and BUSM and HMS resident and medical
student C-Lrotations.

Build your future on a strong

centers, jail and juvenile justice sites, field-based treatment and other

our help.

A tradition of stability — with competitive salaries and great benefits,

challenges and opportunities for advancement.

Annual Salaries from $142,944 to $288,483.

Roderick Shaner, M.D., Medical Director
Los Angeles County Department of Mental Health
550 S. Vermont Avenue, Los Angeles, CA 90020

© Copyright 2008, County of Los Angeles. All Rights Reserved.

The VA Boston Healthcare System (VABHS) is recruiting academically
oriented psychiatrists for a number of key positions in our rapidly growing
Mental Health Service, which has strong and longstanding affiliations with
Harvard Medical School (HMS) and Boston University School of Medicine
(BUSM) and major campuses located in Boston (Jamaica Plain and West
Roxbury) and Brockton. VABHS is a New England regional referral center for
veterans' health care.

Geriatric Psychiatrist — Brockton/Boston campuses: VABHS is recruiting a
geriatric psychiatrist to provide clinical services to outpatient geriatric mental
health clinics and geriatric extended care bed programs, and to supervise
advanced psychiatry residents rotating to these programs. We are seeking an
academically oriented individual to participate in our vibrant research
programs in geriatrics, neurology, and mental health. This individual would
join an established multidisciplinary clinical team with an active and
productive research program. Academic appointment is through BUSM and/or
HMS, commensurate with qualifications.

Outpatient Psychiatrist/Substance Use Disorders - Jamaica Plain campus:
VABHS is recruiting a board-certified (board eligible if less than 2 years post-
residency) psychiatrist with an interest and experience in substance use
disorders and comorbid mental illnesses. This individual will participate in
programming a well-staffed and clinically excellent 18-bed residential
substance use disorder rehabilitation program on the Jamaica Plain campus.
The individual will also be involved in outpatient treatment of PTSD,
depression, and serious mental illnesses. The position includes direct services
and clinical supervision of outpatient psychiatry residents. The candidate will
have an outstanding academic environment with prominent BUSM and VA
substance abuse and PTSD research programs. Academic appointment will be
through BUSM and/or HMS

If you are interested in any of these positions, please send a letter of interest, CV, and
contact information for three references to: Gary B. Kaplan, M.D., Director, Mental
Health Service, VA Boston Healthcare System, 940 Belmont Street Brockton,
MA 02301 * Phone: 774-826-2473 * Email: Gary.Kaplan@va.gov

VA Boston is an Affirmative Action/Equal Opportunity Employer with a strong institutional commitment to diversity in all areas.
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foundation of clinical excellence.

DMH’s 200+ psychiatrists provide state-of-the-art care in clinics, wellness

specialized programs to make a difference in the lives of people who need

including an exceptional retirement plan — is accompanied by professional

Send your CV via e-mail to: omd@dmh.lacounty.gov



o (Ray Aoward

The American Psychiatric Association and the American Acad-
emy of Psychiatry and the Law invites nominations for the Isaac
Ray Award for 2010. This Award honors Dr. Isaac Ray, one of
the original founders and the fourth President of the American
Psychiatric Association, and is presented to a person who has
made outstanding contributions to forensic psychiatry or to the
psychiatric aspects of jurisprudence. The Award, which will be
presented at the Convocation of Fellows at the Annual Meeting
of the American Psychiatric Association in New Orleans, LA, in
May 2010, includes an honorarium of $I1,500. The recipient ob-
ligates him or herself to deliver a lecture or series of lectures on
these subjects and to present the manuscript for publication.

Nominations are requested as follows:

¢ aprimary nominating letter (sent with the consent of the
candidate), which includes a curriculum vitae and specific
details regarding the candidate’s qualifications for the
Award; and

¢ asupplemental letter from a second nominator in support
of the candidate.

Additional letters related to any particular candidate will not be
accepted or reviewed by the Award Committee. Nominators
should not submit letters on behalf of more than one candidate.
Nominations will be kept in the pool of applicants for two years.

The deadline for receipt of nominations is July 1, 2009.

Nominations, as outlined above, should be submitted to:

J. Richard Ciccone, M.D.
Chairperson
Isaac Ray Award Committee
American Psychiatric Association
1000 Wilson Boulevard, Suite 1825
Arlington, VA 22209

—

- =
GERIATRIC AND ADULT PSYCHIATRISTS

You can make a difference: Louisiana State University Health
Science Center (LSUHSC) at New Orleans, Department of
Psychiatry has come back stronger than ever Post-Katrina.
Additional funds have been made available to support and
expand our Geriatric and Adult Psychiatry programs. Now

accepting applications and interviewing.

Excellent opportunities for psychiatrists to be an integral part of
developing programs in Public/Community Psychiatry Systems of
Care within the Department of Psychiatry.

The positions carry a full-time academic appointment with rank
and salary appropriate to the individual's academic background,
and offers major opportunities for research, clinical trials, teach-
ing and other academic pursuits. Position responsibilities will vary

depending on the program, position, skills and interests of the

individual.

Applicants must be qualified for a Louisiana License.

Contact Ms. Carol Llull, Psychiatry Department Coordinator at
504-568-6004 for details or contact:

Howard J. Osofsky, M.D., Ph.D
Professor and Chairman, Department of Psychiatry
LSU Health Sciences Center
2020 Gravier Street, Room 754
New Orleans, LA 70112
Email: cllull@Isuhsc.edu
Fax: 504-568-6006

LSUHSC is an Equal Opportunity, Affirmative Action Employer
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BC/BE ADULT PSYCHIATRIST

McLeod Health is seeking a Full-Time B(/BE Adult
Psychiatrist for our Behavioral Health Psychiatric Center
located in a beautiful rural setting in Darlington, SC, just
minutes away from the main flagship hospital, McLeod
Regional Medical Center in Florence, SC.

We have an extensive support staff for the hospital and
ED consults and a twenty-four hour Access Center. Our
state-of-the-art 23-bed crisis intervention in-patient
facility was built and designed specifically for the needs
of the psychiatric patient. We also provide out-patient
therapy for patients in a private-practice setting.

We offer a competitive salary, comprehensive benefits
and retirement package, paid professional liability
insurance, CME allowance, relocation assistance, and
sign-on bonus.

McLeod Regional Medical Center is a 453 bed,
tertiary care, and teaching facility serving a primary
market of 6 counties, and receiving tertiary referrals
from 12 counties for a total population of 1 million
people.

McLeod is leading the way for the nation in patient care
by improving quality and safety. We are committed to
developing patient-centered, evidence-based, physician-
led quality health care in a not-for-profit hospital system
that values each individual patient.

If you are interested in joining this nationally
recognized hospital, please contact Janisyn McLaurin
at 843-777-5169 or by email at
jmclaurin@mcleodhealth.org.

AMERICAN PSYCHIATRIC ASSOCIATION

Save the “Date!

American Psychiatric Association
162nd Annual Meeting
May 16-21, 2009
Moscone Center - San Francisco, CA

ma|

SAN FRANCISCO CA

k_._i

SHAPING OUR FUTURE:
SCIENCE AND SERVICE

Join us for the premier scientific meeting
of the year in the grand city of
San Francisco, CA

Earn Up to 66 hours of AMA PRA
Category 1 Credits™.

162ND ANNUAL MEETING

AMERICAN PSYCHIATRIC

PRSI World-renowned lecturers including Irvin Yalom

M.D. and Dean Ornish M.D.
Register Now! State-of-the-art clinical practice updates and

cutting-edge science.
The ever popular Advances In series expanded.

Frontiers in Science, Distinguished Psychiatrists,
and Presidential Symposia.

Order access (online and/or DVD-ROM) to the
2009 Annual Meeting Online h|gh||gh’rs at
specml attendee prices.

Register online at: www.psych.org

PROFESSIONAL OPPORTUNITIES / pn.psychiatryonline.org
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CLASSIFIED ADVERTISING

INFORMATION

2009 RATES:

o $24 per line for orders of 1 to 2 insertions

e $22 per line for orders of 3 or more consecutive
insertions if your written order specifies a 3 or
more consecutive issue run

e $21 per line for orders of 6 or more insertions if
your written order specifies a 6 or more issue run

¢ 1 line = approximately 43 characters

6 line minimum

$35 extra for confidential blind box number

Classified rates are non-commissionable

Overseas and “Practice for Sale” advertisers are

required to prepay in full with a credit card

FREE ONLINE ADVERTISING:

Psychiatric News classified ads are posted on
pn.psychiatryonline.org as each issue is pub-
lished on the first and third Friday of each month.

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Visit our website www.fcspsy.com
Over 400 permanent searches nationwide.
800-783-9152

www.LocumTenens.com/pn
thill@locumtenens.com
1-888-223-7950

ARIZONA

PSYCHIATRIST, ADULT INPATIENT,
OUPATIENT and CONSULT SERVICES
at Banner Good Samaritan Medical Center,
Phoenix, AZ. 600 bed tertiary care teaching
hospital with fully accredited Psychiatry
Residency and major teaching affiliate for the
University of Arizona College of Medicine’s
Phoenix Campus medical student programs.
Other responsibilities include teaching and
supervision of residents and medical students,
and shared on-call responsibilities. This
full-time faculty position has a competitive
salary and excellent benefits. The qualified
candidate’s title, academic rank and salary will
be commensurate with training and experience.
Interested individuals should forward his or her
curriculum vitae and two letters of reference to
James B. McLoone, M.D., Chairman, Depart-
ment of Psychiatry and Director of Training,
Banner Good Samaritan Medical Center, 925 E.
McDowell Road, 4th Floor, Phoenix, AZ 85006.
Requested information can also be sent via
e-mail to Melissa.Hardy@bannerhealth.com
Please visit our website at www.bannerhealth.

com. EOE. Nota J1 opportunity.

View the classifieds online at

pn.psychiatryonline.org
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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.
1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901

Child and Adolescent Consultation-Liaison
Psychiatrist

St. Joseph’s Hospital and Medical Center/
Barrow Neurological Institute (SJHHMC/BNI)
houses over 700 beds, nearly 1500 medical staff,
and 180 residents spanning 12 specialties includ-
ing Pediatric Neurology and Pediatrics.
SJHMC/BNTI has also been repeatedly named
the best place to work in Phoenix. Responsi-
bilities will include supervision of medical
students and residents. This position would
include an academic appointment commensu-
rate with experience. Qualified candidate will
possess and M.D. or D.O. degree, be board
eligible or certified in Child and Adolescent
Psychiatry, and be eligible for an Arizona license
and credentialing at STHMC/BNI. We offer a
very competitive salary and benefits package
including personalized relocation. For immedi-
ate consideration, please visit our website at
www.stjosephs-phx.org or send your CV to:

Jason P. Caplan, M.D.
Chief of Psychiatry
St. Joseph’s Hospital and Medical Center
222 W. Thomas Rd, Suite 110A
Phoenix, AZ 85013
Fax: (602) 798-9956
E-mail: jason.caplan@chw.edu

St. Joseph's Hospital
and Medical Center

A member of CHW

The Phoenix VA Health Care System at
Phoenix seeks Staff Psychiatrists. Become a
part of a tradition of excellence with new and
rewarding challenges. Mental Health is
currently offering inpatient and outpatient
positions concentrating on the readjustment of
veterans from the recent conflicts in Afghanistan
and Iraq and on the treatment of veterans with
posttraumatic stress disorder, and substance
abuse care positions concentrating on the treat-
ment of addictions directly related to veteran
mental health care. Candidates must be highly
motivated, flexible and able to work as part of
an integrated team. Previous experience with
combat-related posttraumatic stress disorder is
a plus. We offer competitive salaries and an
excellent benefit plan, including medical
coverage, malpractice coverage, retirement plan,
and MORE! Psychiatrists may have licensure in
any state. Either board certified or board
eligible. Please send your curriculum vitae to:
Human Resources Management Service (05B1),
650 E. Indian School Road, Phoenix, Arizona
85012, 602-277-5551 ext 3021 or Fax 602-222-
6554. The VA is an equal opportunity employer.

ARKANSAS

General and Child Psychiatrists - several
locations throughout state. Inpatient & partial
programs. Fulltime or part-time positions
offering salary, benefits & more. Contact Joy
Lankswert @ 866-227-5415 or email

joy.lankswert@uhsinc.com

SUBMISSIONS: Email, Fax or Mail ad copy, including
issue dates desired, contact name, phone number,
and billing address, to:

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.

CALIFORNIA

University of California
San Francisco

UGSk

Department of Psychiatry

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
Psychiatrist with established skills in laboratory
research in areas of basic science generally
relevant to psychiatric problems. This state-
funded position will be at an academic rank
based on the applicant’s qualifications and can
begin on July 1, 2010 or thereafter. Applicants
must be board eligible or certified in Psychiatry,
have a California medical license at time of
appointment and have a Ph.D. and/or
postdoctoral training in a laboratory science. A
joint appointment in the UCSF Neuroscience
Program will be offered if appropriate. Appli-
cants should submit their application electroni-
cally-including CV] statement of research inter-
est, brief statement of contributions to teaching
and/or educational program evaluations, three
representative journal articles, and three letters
of reference-to John Rubenstein, M.D., Ph.D.,
Search Committee Chair, ¢/o Susan Yu at susan.
yu@ucsf.edu. Review of applications is ongoing.
UCSF seeks candidates whose experience, teach-
ing, research, or community service has pre-
pared them to contribute to our commitment to
diversity and excellence. UCSF is an Equal
Opportunity/Affirmative Action Employer. The
University undertakes affirmative action to as-
sure equal employment opportunity for under-
represented minorities and women, for persons
with disabilities, and for covered veterans. All
qualified applicants are encouraged to apply,
including minorities and women.

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/
outpatient settings that have been benchmarked
for their quality. Possibilities for Resident
teaching & consultation with a full range of pro-
viders. When patients require hospitalization,
inpatient & outpatient staff work TOGETHER
to optimize 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 $171K
to $208K; PLUS full benefits; PLUS 5%
additional for Inpatient, and General Boards or
Child Boards; PLUS extra for limited On-Call;
PLUS Union-negotiated increases already set
for next few years. Negotiable hourly contract
also an option. Fax CV to Uday Mukherjee,
MD, 209-525-6291 or call 209-525-6121.

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.)
April 17 April 3
May 1 April 17

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.

PCSD
PSYCHIATRIC CENTERS
AT SAN DIEGO

Psychiatric Centers at San Diego (PCSD), the
largest behavioral health group practice in the
Western United States with 30 Psychiatrists, 10
Nurse Practitioners, 60 Psychologists/Master
level therapists, and 10 offices throughout San
Diego County, is seeking Adult, Geriatric and
Child/Adolescent Psychiatrists who are
interested in exploring private practice
opportunities.

PCSD has practiced in San Diego County since
1972, and has enjoyed a reputation for its state
of the art treatment and quality of care. The
members of PCSD are active with inpatient and
outpatient care, medical and clinical administra-
tion, research, teaching, lecturing, and clinical
writing. If you are eager and ready to join a
cutting edge psychiatric medical group with
many challenging opportunities, please contact
Kristi Romero at (619) 528-4600 or email your
CV to recruiting@psychiatriccenters.com. Also,
please feel free to visit our website at
www.PsychiatricCenters.com.

UC IRVINE SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY AND HUMAN
BEHAVIOR

Health Sciences Asst. Clinical Professorwith
psychiatric hospitalist team at the University of
California, Irvine. Department of Psychiatry.
Must have a M.D. degree, and obtain a CA
Medical License. Board Certification preferred.
Available to work paid holidays and weekends.
Apply via internet: http://recruit.ap.uci.edu
E.O.E. Employer committed to excellence
through diversity.

Karl E. Douyon, M.D., Inc.

Psychiatrists are needed as independent contrac-
tors for Locum Tenens positions in California.
Pay is $175 per hour depending on location. On
call pay is extra. Hours are flexible for weekdays
and some weekends. Call 805-644-4093. Fax
resumes to 805-830-6300.

karledouyonmd.com

PSYCHIATRIST

Immediate opening for Adult Psychiatrist with
progressive medical group in Los Angeles area.
Psychiatrist duties include inpatient, outpatient
and long term patient care. Interest in the
development of Telemental Health programs is
desirable. Competitive salary, benefits package,
and will pay for relocation.

Email: jminor@asanamg.com or pbennett@
asanamg.com

Fax: (818) 907-1482. For more information call
Janet Minor or Peter Bennett: (818) 907-1480.

Contract psychiatrists are needed to work 10
hours, 4 days wkly at Coalinga State Hospital,
CA, at hrly rate of $180. Call 800-758-7012 or
fax CV to 800-758-7013 or e-mail hahacorp@
gmail.com if interested. CA license, and insur-
ance needed. We will work with recruiter for a
fee.

March 20, 2009 / PSYCHIATRIC NEWS m



PSYCHIATRIST

Immediate opening for Gero-Psychiatrist with
progressive medical group in Los Angeles area.
Psychiatrist duties include inpatient, outpatient
and long term patient care. Interest in the
development of Telemental Health programs is
desirable. 200K salary and benefit package, and
will pay for relocation.

Email: jminor@asanamg.com or pbennett@
asanamg.com

Fax: (818) 907-1482. For more information call
Janet Minor or Peter Bennett: (818) 907-1480.

Part-time Psychiatrist. Private practice. Out-
patient setting. Adult population, no on-calls in
Riverside, California (Riverside County). Flex-
ible hours. E-mail CV to psychmedical@
hotmail.com or fax to 714-972-0477 attn: Eliz-
abeth or you can contact her at 714-972-0040.

COUNTY OF SANTA BARBARA
Alcohol, Drug, and Mental Health Services

is recruiting for

PSYCHIATRIST
BOARD CERTIFIED
$183,666 - $210,761/YR.

PLUS new hire incentives, excellent benefits,
and cash allowances. For detailed information,
visit www.sbcountyjobs.com

Job location is Santa Maria

Call Ratio:
Only one weekend every three months!

For immediate consideration, contact Dr. Edwin
Feliciano, Medical Director, at 805-681-5235,
or apply online at www.sbcountyjobs.com

The County of Santa Barbara strongly
promotes diversity and equality in the
workplace.

BiinErais BaraRTEIET 0
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CALIFORNIA
BC/BE STAFF PSYCHIATRIST

Patton State Hospital is recruiting board certi-
fied/eligible psychiatrists. Patton is a Joint
Commission accredited, 1500 bed, adult foren-
sic psychiatric hospital, with an extremely inter-
esting and challenging patient population. The
hospital is nestled below Arrowhead and the San
Bernardino Mountains, 65 miles east of Los An-
geles; an hour’s drive to beaches, Palm Springs,
or mountain lakes and skiing. Salary with Board
Certification starts at $18,622 and goes to
$21,311 monthly. Salary for Board Eligible
starts at $18,146 and goes to $20,711 monthly.
In addition, Patton offers excellent benefits
(health, dental, and vision; license renewal; mal-
practice insurance; tax-deferred compensation;
paid annual leave and 12 holidays (plus one per-
sonal holiday), as well as seven days per fiscal
year of Continuing Medical Education leave).
Voluntary on call duty is compensated on an
hourly basis over and above base salary. We
provide civil service security and retirement
plans (including safety retirement). For confi-
dential consideration, send CV to Wadsworth
Murad, D.O., (A) Medical Director, 3102 East
Highland Avenue, Patton, California 92369,
(909) 425-7326 or Fax (909) 425-6635.

Prefer to keep it confidential?
$35 extra for a confidential

Psychiatric News blind box.
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COLORADO

Denver Health Medical Center is actively
seeking a BE/BC general or forensic psychia-
trist to join our correctional psychiatry team at
the Denver County Jail. The position also
includes a faculty position in the Department of
Psychiatry, University of Colorado and in the
Forensic Psychiatry Fellowship Program.
Opportunities exist for teaching medical
students, psychiatry residents, and forensic
psychiatry fellows. Our team is a multidisci-
plinary group that provides comprehensive care
to psychiatric patients in a correctional setting.
We offer a competitive salary, excellent benefits,
and reasonable call. Denver Health is a compre-
hensive, integrated health care organization that
is Colorado’s primary “safety net” hospital. The
lifestyle in Denver and Colorado is not to be
missed. Interested applicants should submit a
CV and cover letter to: Gregory Kellermeyer,
MD, Director of Correctional Psychiatry, Den-
ver Health Medical Center, 1155 Cherokee
Street, MC 3440, Denver, CO 80204. Office:
(303)-436-3808, gregory.kellermeyer@dhha.org

CONNECTICUT

aiMCe,

StVincent’s 2 E& HallBrooke

Behavioral Health Services
ot L ASCENSION

St. Vincent’s Medical Center, Behavioral Health
Service, Fairfield County, CT

Inpatient and Qutpatient Opportunities

St. Vincent’s Medical Center, Behavioral Health
Services is recruiting Psychiatrists to join its
expanding clinical service at their Westport and
Norwalk campuses.

A Full Time Inpatient Staff Psychiatrist is
needed in the Westport, CT campus. Responsi-
bilities include inpatient care of adults with a
small percentage of adolescents. Minimal
weekend and call requirements. Our 76-bed
hospital has adult, geriatric, women’s, addiction,
and child/adolescent services, and affiliations
with St. Vincent’s Medical Center in Bridgeport,
CT and the University of Connecticut. In
addition to the inpatient services in Westport,
the St. Vincent’s behavioral health service line
includes a 16-bed psychiatric unit at the Medical
Center in Bridgeport. The combined service
offers 92 behavioral health inpatient beds for
treating children, adolescent and adults with
mental health and substance abuse issues. This
makes the inpatient behavioral health service
line of St. Vincent’s one of the largest in
Connecticut serving approximately 2,350
individuals annually. Job responsibilities may be
tailored to suit specific skill areas or interests.

A Part Time Outpatient Staff Psychiatrist is
needed in our Norwalk, CT campus. This is
primarily an IOP based afternoon program with
some flexibility of hours. Responsibilities
include outpatient care of adolescents. This
position is part of a large multidisciplinary
treatment team. The outpatient site at Norwalk
is also part of this large continuum of Psychiat-
ric care based in Fairfield County. For more
information, please contact: Clayton Tebbetts;
Physician Recruiter, St. Vincent’s Medical Cen-
ter - 203.576.6204 - ctebbetts@stvincents.org

BEAUTIFUL SUBURBAN CT/ 1 ¥a HRS FROM NYC

CT licensed BC/BE Psychiatrist to join a 30 year
well established multi-disciplinary practice pro-
viding adult psychiatric services. Excellent Com-
pensation. Send CV/cover letter by fax 203-797-
0877 or Email: afrymd@yahoo.com. Any ques-
tions, contact Sam at 203-792-6060 x15.

DELAWARE

Psychiatrist! An excellent opportunity awaits
you! Our busy and growing practice is searching
for a qualified and experienced full time general
psychiatrist. We are located conveniently in
Dover, DE and offer an excellent compensation
and benefit package. For consideration please
submit your C.V. to Elena Hall: Elena@umusa.
net or fax to: (866) 230-8848.

FLORIDA

DAYTONA - MELBOURNE - ORLANDO
- MIAMI - FORT LAUDERDALE - PALM
BEACH - OCALA - GAINESVILLE -
FORT MYERS - SARASOTA - PENSEC-
OLA - JACKSONVILLE - 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
Medicaid individual provider #s. No
Restrictions (H 1B Candidates Considered). Call
our administrator, Christy, at 866-936-5250.

Lee Mental Health Center, Inc. (LMH) is the
primary provider of mental health services in
Lee County, in Southwest Florida. A private
non-profit company, the Center provides a
continuum of mental health and substance abuse
services for adults and children, including crisis
stabilization, outpatient and community based
services. We are committed to the recovery
model of service delivery. Visit us online at
www.leementalhealth.org . We are currently
seeking dynamic candidates for the following
positions:

Chief Medical Officer - This position reports
directly to the C.E.O. The successful candidate
will provide leadership to all staff as Clinical
Director for the agency; manage medical staff as
a group practice and set up and provide
psychiatric services that reflect the clinical
standards of this company in the assessment and
treatment of patients. Must be Board certified
in General Psychiatry by the ABPN (Board
certified in Child & Adolescent Psychiatry
preferred). Must possess an active/clear FL
medical license and valid DEA. Must be eligible
to serve as a provider in Medicaid and Medicare
programs. Two years of management experience
in a medical setting required. Previous commu-
nity mental health care experience is a plus!

Child & Adolescent Psychiatrists - PT or FT
positions in our Crisis Stabilization and Outpa-
tient departments available. Will be responsible
for diagnostic interviews, medication manage-
ment, consults, second opinions, rotating on-call
duty and rounds. Will interface/collaborate with
other treatment professionals, as appropriate.
Successful candidates will possess an active/clear
Florida medical license and a valid DEA. Must
be Board certified or eligible in General/Adult
or Child psychiatry. Must be eligible to serve as
a provider in Medicaid and Medicare programs.
Experience in community mental health and
substance use disorders a plus.

Compensation/Benefits: Our commitment to
you is not only a generous salary but a benefits
package for FT employees that includes:
Malpractice Insurance, Generous paid time off
plan (includes sick, personal leave, and vacation);
10 paid holidays per year, Health, dental and life
insurance, Flexible Spending Account (health
care), Short Term & Long Term Disability (and
other supplemental insurance options) and 403b
retirement plan.

Nearby: LMH is located on the vibrant Gulf
Coast of southern Florida. Lee and its
neighboring counties offer a variety of
residential communities with excellent public/
private schools, colleges and universities.
Residents enjoy easy access to year round recre-
ational and cultural activities and unlimited sun-
shine. You are encouraged to come and enjoy
the diversity and beauty of SW Florida!
Submit both an employment application and
CV to: Lee Mental Health Center, Inc. (Atten-
tion: HUMAN RESOURCES), 2789 Ortiz
Avenue, Fort Myers, FL 33905; or fax: 239-418-
0094; or email: resume@leementalhealth.org
Please visit www.leementalhealth.org to
download an employment application and/or for
additional information.

EOE/DFWP

ATLANTA: General Psychiatrist - Inpatient
& partial programs. Fulltime or part-time
positions - salary & benefits. Also weekend
coverage needs - no call required. MOULTRIE:
General Psychiatrist for residential & partial
programs - psychiatric & addiction. Contact Joy
Lankswert @ 866-227-5415 or email joy.
lankswert@uhsinc.com

Quiet Country Setting close to large metro
area in Beautiful NW GA. Community
Mental Health Opportunity for BC/BE
Psychiatrist, excellent benefits and competitive
salary. Send CV to jobs@highlandrivers.org or
fax 706-270-5129.

Psychiatrist - Metro-Atlanta

Cobb-Douglas Community Services Board,
a behavioral healthcare organization in metro
Atlanta seeks a part-time BC/BE Adult Psychia-
trist for Community Outpatient Behavioral
Health clinic. Please send CV to cholt@cobbcsb.
com or fax to Cheryl Holt at 770-948-6147.

PSYCHIATRISTS

New Horizons Community Service Board in
Columbus, Georgia is seeking an Adult psy-
chiatrist for its outpatient and residential pro-
grams. This growing community offers a pleas-
ing climate and is situated within a short distance
to Atlanta and the Gulf Coast. The qualified
applicant will possess or be eligible for a valid
physician’s license from the State of Georgia and
have completed a three-year residency in an ac-
credited facility. Excellent salary with a compre-
hensive benefits package. Interested parties
should fax their curriculum vitae to the attention
of Shannon Robertson at 706/317-5004.

No phone calls, please.

PROGRAM DIRECTORS OF CLINICAL RESEARCH
DEPARTMENT OF PSYCHIATRY & BEHAVIORAL
NEUROSCIENCE
THE UNIVERSITY OF CHICAGO

The Department of Psychiatry & Behavioral
Neuroscience at The University of Chicago is
seeking academically-oriented adult psychiatrists
to serve as director of new clinical and transla-
tional research programs in the department.
Such individuals are also expected to be involved
in the clinical/didactic training of medical
students, psychiatric residents/fellows, and in
the clinical management of psychiatric patients.
M.D. required & licensure as a Physician &
Surgeon in IL will be required. Must be eligible
for required board certifications. and have a
record of peer-review publications. Academic
rank and salary will be commensurate with
background and experience. Interested
candidates should send their CV and contact
information to Emil F. Coccaro, M.D.,
Chairman, Department of Psychiatry &
Behavioral Neuroscience, The University of
Chicago; 5841 S. Maryland Avenue, MC 3077;
Chicago, IL 60637 (e-mail for electronic copies:
ecoccaro@yoda.bsd.uchicago.edu).

DEPARTMENT OF PSYCHIATRY AND
NEUROLOGY, TULANE UNIVERSITY
SCHOOL OF MEDICINE in New Orleans,
LA, is recruiting for several general and fo-
rensic psychiatrists (clinical track) for our
growing department, at the Assistant/Associate
Professor level. Candidates must have com-
pleted an approved general psychiatry residency
and be board certified/eligible in general psy-
chiatry and forensic psychiatry, respectively.
Responsibilities will include direct patient care,
teaching of medical students and house officers
(including those in our accredited forensic psy-
chiatry fellowship program), and research (clin-
ical and basic science) at various state hospitals,
state correctional institutions, and at Tulane
University Health Sciences Center. Time al-
locations will be based upon individual situa-
tions. Applicants must be eligible to obtain a
Louisiana medical license. Applications will be
accepted until suitable qualified candidates are
found. Send CV and list of references to John
W. Thompson, Jr., M.D., Vice Chair, Adult Psy-
chiatry and Director, Division of Forensic Neu-
ropsychiatry, Tulane University School of Med-
icine, Department of Psychiatry and Neurology,
1440 Canal Street TB53, New Orleans, LA
70112. For further information onsite, please
contact Dan Winstead, MD, Chair of Psychiatry
and Neurology, at 504-473-5246 or winstead@
tulane.edu. Tulane is strongly committed to
policies of non-discrimination and affirmative
action in student admission and in employment.
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CHILD PSYCHIATRI STS - DEPART-
MENT OF PSYCHIATRY AND NEUROL-
OGY, TULANE UNIVERSITY SCHOOL
OF MEDICINE in New Orleans, LA, is re-
cruiting for BE/BC child psychiatrists at the
assistant professor level, salary commensurate
with experience. Clinical responsibilities avail-
able in the areas of consultation/liaison psychia-
try, school based mental health, community
based child and adolescent psychiatry and early
childhood development. Teaching responsi-
bilities include the supervision of residents,
clinical psychology fellows and interns, and
medical students rotating through the clinical
facilities serviced by this position as well as the
presentation of grand rounds and participation
in the didactic series in child psychiatry. Clinical
research is strongly encouraged. The persons
selected must be professionally competent and
be board eligible/certified in general psychiatry.
She/he must be eligible for medical licensure in
the State of Louisiana and have a current state
and federal narcotics number. In addition, can-
didates must be eligible for clinical privileges at
Tulane University Hospital and Clinic under the
appropriate staff category and must agree to
abide by those privileges as outlined by the cur-
rent bylaws of the institution. Applications will
be accepted until a suitable qualified candidate
is found. Send CV and list of professional/aca-
demic references to Charley Zeanah, Jr, MD,
Professor and Vice Chair, Child and Adolescent
Psychiatry, Tulane University School of Medi-
cine, Department of Psychiatry and Neurology,
1440 Canal Street TB52, New Orleans, LA
70112 (czeanah@tulane.edu). Tulane is strongly
committed to policies of non-discrimination and
affirmative action in student admission and in
employment.

SEEKING PSYCHIATRIST

Community-based agency in Southeast Louisi-
ana seeks both general and child psychiatrists to
serve in the community mental health centers
north of New Orleans (with easy access to Gulf
Coast). In addition to competitive salary,
benefits include health/life/dental insurance,
retirement plans, and annual and sick leave.
Medical malpractice covered.

For details contact:

FPHSA Administration
11236 Hwy 16 West
Amite, LA 70422
(985) 748-2220
www.fphsa.org

The Department of Psychiatry and Neurol-
ogy at Tulane University School of Medicine
is recruiting a geriatric psychiatrist for a full-
time faculty position. The candidate will spend
part of their time at the Southeast Louisiana
Veterans Health Care System (SLVHCS) and
will also be involved in the new initiatives in
both clinical geriatric care and special geriatric
education programs at Tulane. Responsibilities
include patient care as well as contributing to
the various teaching and training programs of
Tulane University’s Department of Psychiatry
and Neurology at the SLVHCS. He/she will be
provided the opportunity to pursue their
research interests. The person selected for this
position must be professionally competent and
be board eligible/certified in general psychiatry
and in geriatric psychiatry. She/he must be eli-
gible for medical licensure in the State of Loui-
siana and have a current state and federal narcot-
ics number. In addition, candidates must be
eligible for clinical privileges at Tulane Univer-
sity Hospital and Clinic under the appropriate
staff category and must agree to abide by those
privileges as outlined by the current bylaws of
the institution. Salary will be competitive and
commensurate with the level of the candidate’s
academic appointment. Applications will be
accepted until a suitable qualified candidate is
found. Applicants should send letter of interest,
updated CV and list of references to Daniel K.
Winstead, MD, Heath Professor and Chair, De-
partment of Psychiatry and Neurology, Tulane
University School of Medicine, 1440 Canal
Street TB48, New Orleans, LA 70112. Inter-
ested and eligible candidates may obtain further
information by contacting Daniel K. Winstead,
MD at 504-988-5246 or winstead@tulane.edu.
Tulane is strongly committed to policies of non-
discrimination and affirmative action in student
admissions and in employment.
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The Department of Psychiatry and Neurol-
ogy at Tulane University School of Medicine
is recruiting for a Director of Residency
Training in Psychiatry. This is a full-time
faculty position with half-time devoted to the
residency training program and half-time to
other academic pursuits. An associate director
is available to assist with program leadership and
administration. The person selected for this
position must be professionally competent and
be board eligible/certified in general psychiatry.
She/he must be eligible for medical licensure in
the State of Louisiana and have a current state
and federal narcotics number. In addition,
candidates must be eligible for clinical privileges
at Tulane University Hospital and Clinic under
the appropriate staff category and must agree to
abide by those privileges as outlined by the
current bylaws of the institution. This is a fully
accredited psychiatry program for up to 39
general residents, 10 triple board trainees, 6
child fellows and 3 forensic fellows. We also
offer combined programs in med-psych and in
psych-neuro. Salary will be competitive and
commensurate with the level of the candidate’s
academic appointment. We will continue to
accept applications for this position until a
suitable qualified candidate is identified.
Qualified applicants should send email of
interest, updated CV and list of references to
Daniel K. Winstead, MD, Heath Professor and
Chair, at winstead@tulane.edu or letter to
Department of Psychiatry and Neurology, Tu-
lane University School of Medicine TB48, 1440
Canal Street, Suite 1000, New Orleans, LA
70112. Tulane is strongly committed to policies
of non-discrimination and affirmative action in
student admissions and in employment.

MARYLAND

“THE MARYLAND PLAN” is a nationally
acclaimed program in public psychiatry.
Positions are available for child and adult
psychiatrists. Academic involvement with med.
schools in your area of interest is encouraged.
Please e-mail CV with area of interest and
geographic preference to: GJordanRandolph@
dhmh.state.md.us or mail to: Gayle Jordan-
Randolph, M.D., Mental Hygiene Administra-
tion, Spring Grove Hospital, Dix Building, 55
Wade Avenue, Catonsville, MD 21228.

EHP® BEHAVIORAL SERVICES, LLC

Union Memorial Hospital
Department of Psychiatry
Associate Chief

We are seeking a board-certified psychiatrist
that has the ambition and skills to assume a
leadership role within our group and advance to
the chief position within a 5-year period.
Qualified candidates must be able to demon-
strate the following:

* Comprehensive, efficient and quality clinical
care

¢ Excellent interpersonal skills with:
- Executive hospital management
- Behavioral health professionals in our group
- Community and hospital-based physicians
- Hospital administrative and clinical sup-
port staff
- Group administrative and management staff

® Practice management knowledge

® Leadership ability

® Medical administrative management
knowledge

¢ Professional staff recruitment and retention

skills

EHP is a multi-discipline, multi-location behav-
ioral health group that provides consultation,
crisis intervention services, inpatient, PHP and
outpatient services at Union Memorial Hospital
in Baltimore, Maryland. The selected individual
will be expected to gain experience in all phases
of our operation. Primary initial focus will be
on consultation service management and
inpatient support.

For consideration, please forward your cover
letter and CV to: EHP at 3333 N. Calvert
Street, Suite 670, Baltimore, MD 21218 via mail,
410-933-9085 via fax or sar@psychbillinc.com
via e-mail. Should you have any questions,
please feel free to contact Steven A. Rose, RN
at 410-933-9000, extension 210.

MASSACHUSETTS

UMass Department of Psychiatry is looking
for moonlighting BE/BC psychiatrists to
assist with our coverage needs at local hospitals.
This may involve either overnight or weekend
coverage. Excellent reimbursement. Please
email psychiatryrecruitment@umassmemorial.

org or fax to 508-856-5990. AA/EOE

Starr Psychiatric Center seeks a 20-30 hr
psychiatrist for dynamic established psychiatric
practice On Boston’s South Shore. Medical
model, multi-disciplinary staff. Stimulating en-
vironment, good pay. Clinic has a reputation for
successful care, where others have failed. Email
davidzstarr@juno.com or call 508.580.2211.

CAMBRIDGE: Adult Psychiatry

Weekend Moonlighting Psychiatrist Posi-
tions available at Cambridge Health Alliance:
Lucrative and flexible opportunities available for
attending psychiatrists to provide weekend/
holiday coverage of inpatient units at our Whid-
den Memorial Hospital campus.

Cambridge Health Alliance is an Equal Employ-
ment Opportunity employer, and women and
minority candidates are strongly encouraged to
apply. CV & letter to Derri Shtasel, MD, Dept.
of Psychiatry, 1493 Cambridge Street, Cam-
bridge, MA 02139. Fax 617-665-2521. Email
preferred: DShtasel@challiance.org.

Inpatient psychiatrist position with unique
group practiceBC/BE inpatient psychiatrist
wanted to join an 11 psychiatrist group in South-
eastern MA. Southern New England Physicians
Associates (SNEPA) provides a collegial work
atmosphere in an all physician/physician run
group practice environment. Our group prides
itself on facilitating members individual interest
while providing high quality clinical services.
"This position will be well compensated and with
partnership tract available.

CONTACT: CV to Russell Pet, M.D or Duane
Bishop, M.D.101 Page St., New Bedford, MA
02740 Fax (508) 961-5931

Call (508) 961-5930 or email c¢/o pepina@

southcoast.org

BOSTON & SUBURBS - Brookline,
Jamaica Plain, & Pembroke (Cape Cod area)!
Full time & part-time positions for Child &
General Psychiatrists. Inpatient/partial pro-
grams - NO CALL. Administrative/clinical
positions for qualified candidates. Salary,
benefits & incentive plans offered. Week night
& weekend call coverage/moonlighting shifts
also available. Contact Courtney Williams @
866-227-5415 or email courtney.williams@
uhsinc.com

High Point Treatment Center is seeking a
40 hr week psychiatrist for a 16-bed Inpatient
Psychiatric Unit located in Plymouth, MA.
Salary ranging from $170,000 - $190,000. No
weekends, paid holidays and leave time. Health
benefits available. If willing to work an
additional 1 hr per day salary range would be
$200,000 - $215,000. If interested, please
contact Jim Horvath at 508-503-2455 or email
to jim.horvath@hptc.org.

The Department of Psychiatry at Mount Au-
burn Hospital, affiliated with Harvard Medical
School, is recruiting for two positions in our
Outpatient Psychiatry Service:

1) A full-time psychiatrist to serve as Medical
Director of Outpatient Services. This position
involves direct patient care and clinical admin-
istration, working closely with other depart-
ments in the general hospital, and contributing
to the development of the psychiatry program.
2) A half-time clinical position involving evalu-
ation and treatment of adult patients with a
variety of psychiatric disorders, including dual
diagnosis patients, and coordination of care with
other psychiatric clinicians and with primary
care and specialty physicians. There are oppor-
tunities to work with the women’s mental health
program and the Dept. of OB/GYN.

For both positions, academic appointment to the
clinical faculty at Harvard Medical School is
anticipated.

Please send letter of interest and cv to: Joseph
D’Afflitti, M.D., Chair, Department of Psychia-
try, Mount Auburn Hospital, 330 Mount
Auburn Street, Cambridge, MA 02138; Tel: 617
499-5008; email: jdafflit@mah.harvard.edu

Greater Boston—Northeast Hospital Corp
is a local nonprofit medical and psychiatric
system on Boston’s North Shore, named one of
the nation’s top 100 integrated healthcare
systems by Solucient. The Inpatient Behavioral
Health division includes BayRidge Hospital, a
62 bed freestanding psychiatric facility in Lynn,
an 18 bed inpatient unit at Beverly Hospital, and
a 12 bed Senior Adult inpatient unit at Addison
Gilbert Hospital in Gloucester, as well as Partial
Hospital Programs at each site. Both BayRidge
and Beverly Hospitals serve as teaching sites in
psychiatry for Boston University School of
Medicine. Upcoming opportunities at both the
inpatient and partial hospital levels of care are
anticipated. No required night call, but
participation in a lucrative call system is
optional. Competitive salary, and full benefit
package includes generous time off as well as
reimbursement for malpractice insurance and
CME expenses. Contact Barry Ginsberg, M.D.,
Chief and Administrative Director, NHC Dept.
of Psychiatry, 60 Granite Street, Lynn MA
01904. Phone (781) 477-6964, Fax (781) 477-
6967, email bginsber@nhs-healthlink.org.

DIRECTOR OF INPATIENT PSYCHIA-
TRY. Beth Isracl Deaconess Medical Center
in Boston, a 500+ bed tertiary care teaching hos-
pital of Harvard Medical School, is seeking a
Director of Inpatient Psychiatry, to start July 1,
2009. This is a key full-time leadership position
within the Department of Psychiatry and
includes oversight of clinical care and teaching
on a 25 bed unit. The service is a major teach-
ing site for Harvard Medical School and the
Harvard Longwood Psychiatry Residency Train-
ing Program. Interest and experience in re-
search is desirable. Underrepresented minori-
ties are encouraged to apply. A Harvard Medi-
cal School appointment at an appropriate rank
is available. Please send a letter of interest and
a CV to Rohn Friedman, M.D., Vice-Chairman
of Psychiatry, 185 Pilgrim Road, Boston, MA
02215, Tel 617-632-0907, Fax 617-632-7990 or
email rfriedma@bidmc.harvard.edu.

Central Massachusetts - The University of
Massachusetts Department of Psychiatry is
seeking BC/BE psychiatrists for part-time to
full-time positions in our community mental
health centers in Worcester and Leominster.
Community HealthLink (CHL) is a dynamic
organization providing services to those with
mental illness, developmental disabilities and
substance abuse (see www.communityhealthlink.
org ). Work with a dedicated multidisciplinary
staff. CHL psychiatrists are part of our UMass
faculty with opportunities for teaching and
research. Please email psychiatryrecruitment@
umassmemorial.org or fax to 508-856-5990.
AA/EOE

Associate Medical Director
Alpena, Mi

Horizon Health, in partnership with Alpena
Regional Medical Center in Alpena, MI, seeks
an Associate Medical Director for a 15-bed
Adult Inpatient Psychiatric Program.

Alpena Regional Medical Center (ARMC) is a
146-bed acute care facility with nearly 100
physicians, over 900 employees and approxi-
mately 300 volunteers. Federally-designated as
a rural Regional Referral Center for all of
Northeastern Michigan.

Alpena overlooks Lake Huron’s picturesque
Thunder Bay in northern Michigan, and is
located on the Sunrise Side Coastal Highway, a
200-mile stretch of US 23 graced with scenic
views, undeveloped wild areas, roomy beaches
and recreational areas for hiking, biking,
cross-country skiing and snowmobiling. Excel-
lent practice and income opportunity.

Contact: Mark Blakeney, Horizon Health, 972-
420-7473, fax CV: 972-420-8233, or email mark.
blakeney@horizonhealth.com. EOE.

7:30 a.m. to 4:30 p.m. Position - Secking
Psychiatrist to work on adult psychiatric unit in
a medical facility that houses behavioral health,
extended care, and medical rehabilitation in
Saginaw, MI. No E.R. Medical Director position
may be available for the right candidate. Very
close to Bay City on Lake Huron and Flint. Only
an hour and a half to Detroit. Very attractive
compensation pkg. Please call Terry B. Good
at 1-804-684-5661, Fax #: 804-684-5663;
Email: terry.good@horizonhealth.com.
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Gulf Coast, Mississippi

Salary in excess of $200K. Sign-on bonus. Ex-
ceptional benefits including six weeks paid time
off, all insurances, relocation expenses. Hospital
seeks an Adult or Child Psychiatrist to become
part of the behavioral health team at a free-
standing Psychiatric Center treating children,
adolescents, and adults with behavioral, emo-
tional and addictive disorders. Mix of inpatient
and outpatient with a Monday-Friday schedule.
Stunning location on the Gulf of Mexico offers
a high quality of life, strong economic growth,
excellent schools, and a tremendous number of
recreational and cultural activities. Contact
Chris Gluz, Alpha Physician Search at 800.504-
3411, cgluz@alphamg.org. View available
opportunities at www.alphaps.org.

MONTANA

Medical Director
&
Associate Medical Directors
Helena, MT

Horizon Health, in partnership with St. Pe-
ter’s Hospital in Helena, MT, seeks a Medical
Director and Associate Medical Directors for
new distinct Adult and Geriatric Inpatient
Psychiatric Units, comprised of 26 total beds.

Nestled beneath the foothills of the Montana
Rockies, Helena, the Capital of Montana, is a
thriving city of 70,000 people known as the
“Queen City of the Rockies”. Alive with history
and culture, this charming, sophisticated, and
beautiful Victorian city provides a diverse
attraction with many street festivals, theater,
museums, symphonies, fairs and rodeos. There
is truly something for everyone here!

St. Peter’s Hospital in Helena, MT is an
independent, community-based, 99-bed facility
that partners with its patients, community, and
medical staff to provide exceptional and compas-
sionate healthcare. St. Peter’s is accredited by
the Joint Commission and is the recipient of
numerous national, regional, and state awards.

Excellent practice opportunity with great
income ($200K+)! For more information con-
tact: Mark Blakeney, Voice: 972-420-7473, Fax:
972-420-8233; email: mark.blakeney@
horizonhealth.com EOE.

Medical Director For Established, Diverse,
Cutting Edge Program In Concord, New
Hampshire. Competitive compensation
package which includes signing bonus and
performance bonuses twice a year. Call to obtain
complete job description for your clinical and
administrative responsibilities. Opportunity for
ECT and TMS, if desired. Participate in teach-
ing of NH Dartmouth Family Medicine
Residents. EMR. One hour to Boston, the
White Mountains, or the Atlantic Coast! No
state income tax or sales tax. Contact Germaine
Lorbert at 800-678-7858, x63704 or
glorbert@cejkasearch.com ; www.
cejkasearch.com . ID#31624PY.

Southern NJ near Cherry Hill - Geriatric
Psychiatrist. Fulltime position - inpatient &
partial programs. No weekend call. Salary &
benefits. Contact Joy Lankswert @ 866-227-
5415 or email joy.lankswert@uhsinc.com

Child/Adol. or Adult Psychiatrists

Child/Adol. or Adult Psychiatrists - needed
for multi-disciplinary group in affluent commu-
nities in North/Central N.J. NO Managed Care!
Call Dr. S. Reiter at 908-598-2400 x1 and fax
CV to 908-598-2408.

View your ad online for free!
All line classified ads are posted

on the Psychiatric News web-site:
pn.psychiatryonline.org
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NEW YORK CITY & AREA

PSYCHIATRISTS
PER DIEM/MOONLIGHTING

Moonlighting opportunities available (Week-
nights, Weekends, and Holidays) for NYS li-
censed Psychiatrists to cover hospital ED/CL/
Detox Services and/or Adult Psych Unit. Ideal
for PGY4’s and Fellows starting July 09!
Includes payment of part-time malpractice
policy premiums if contracting for blocks of
shifts. Send resume/CV by FAX to Bradford M.
Goff, MD at 718-630-8594 or email: bgoff@
Imeme.com. EOE/AA M/F/D/V

LUTHERAN MEDICAL CENTER
www.lutheranMedicalCenter.com

Columbia University
College of Physicians and Surgeons
Department of Psychiatry

Position available as Postdoctoral Clinical
Fellow in the Department of Psychiatry of
Columbia University and part time Attending
Psychiatrist, as part of a Psychiatric Emergency
Room Fellowship at the New York Presbyterian
Hospital. Candidate must be Board Eligible in
Psychiatry. Opportunities for professional
development in an academic medical center.
Direct patient care, team leader, teaching Co-
lumbia Medical Residents and Students. Must
have NYS license and DEA certificate. Equal
Opportunity, Affirmative Action Employer.

Please forward resumes to:
New York Presbyterian Hospital
Attn: Diane Looney
622 West 168th Street, HP254
New York, NY 10032
Fax #212-305-4724

MANHATTAN

Child/Adolescent Assoc Medical Director
Inpt academic clinical care with leadership,
admin and teaching duties. Daytime hrs- no call,
wkends or evenings. 25 day LOS, little mg’d
care, great staff. Unique new opportunity/attrac-
tive salary. AdoIMD@gmail.com or 917-710-
2456

FULL-TIME PSYCHIATRIST: EXCEL-
LENT OPPORTUNITY for general & geriat-
ric psychiatrist available at The Long Island
College Hospital in brownstone Brooklyn, one
step from Manhattan over the Brooklyn Bridge.
These BC/BE psychiatrist will be a member of
a very active inpatient 39 bed unit. We offer a
highly competitive salary/benefit package.
We’re looking for highly motivated and com-
mitted physician. Please fax resume to: THE
LONG ISLAND COLLEGE HOSPITAL,
DEPARTMENT OF PSYCHIATRY, 339
Hicks Street, FAX: (718) 780-1236.

Child and Adolescent Psychiatrist

P/T - 10-15 hours per week (evenings and/or
weekends) in a Child and Family Mental Health
Center in Brooklyn. Excellent compensation.
No call. Fax resume to (718) 553-6769, or email
to clinicaldirector@nypcc.org

Consulting Psychiatrists & Psychologists

BC/BE Psychiatrists to provide Consultation-
Liaison services and Psychologists to provide
Psychotherapy and Behavioral Management in
Long Term Care settings (NH, SNF).
Facilities Located in NYC Metro area and
Westchester, Putnam, Dutchess, Rockland,
Orange and Ulster Counties. PT/FT Well above
average salaries/benefits, flexible hours.
Recent graduates encouraged to apply.

Please contact: Carlos Rueda, M.D. at Tel:
718-239-0030 or via fax: 718-239-0032
E-mail: crueda@neuropsych-services.com

NEW YORK STATE

PSYCHIATRIST

An established and progressive private practice
located in Albany, NY is seeking a N.Y.S. Certi-
fied Psychiatrist for an adolescent and adult
outpatient program with flexible hours available.
Excellent weekly salary and full administrative
services included, in a warm and pleasant ambi-
ence. Insurance panel a plus. Please forward
your C.V. to: pinbill@nycap.rr.com

GLENS FALLS - SARATOGA SPRINGS,
NY - Glens Falls Hospital seeks a BC/BE
Psychiatrist to join an integrated outpatient
psychiatry team consisting of 8 Psychiatrists, and
a team of nurses, and social workers. Primary
duty is outpatient psychiatry; also provide
consults to general medical units and back up to
inpatient Behavioral Health Unit. Call is 1:6
with primary ED response by dedicated adjunct
staff. Competitive salary and full benefits
package. Situated near the Adirondacks, Lake
George, and Saratoga, you have access to hiking,
boating, skiing, and numerous cultural oppor-
tunities year-round. Only 3 hours to NYC,
Boston, and Montreal. Send CV to Jennifer
Metivier, Physician Recruiter at 518-926-1946
or jmetivier@glensfallshosp.org.

Private Practice, well est. in small southern
town located near Blue Ridge M. and minutes
from Charlotte. Need full/part-time psychiatrist
out-patient, Competitive salary. Required board
certification or eligibility. Please fax or mail
resume to Foothills Consulting Assoc. P.O. Box
1418 Shelby, North Carolina 28150.

9 to 5 POSITION RIGHT NEAR RA-
LEIGH - Live in Rocky Mount or Raleigh and
work in a very impressive general hospital with
adult and chemical dependency inpatient/out-
patient services. Offering opportunity to join our
Medical Director’s very successful practice; or
salary with benefits if preferred. Contact Terry
B. Good at 1-804-684-5661, Fax #: 804-684-
5663; terry.good@horizonhealth.com

Private Practice Opportunities in North
Carolina

Carolina Partners in Mental HealthCare,
PLLC is seeking BE/BC psychiatrists for our
practices in Raleigh, Cary, and Wake Forest,
NC. Child/adolescent and/or adult psychiatrists
welcome. Private outpatient practices, full part-
nership from day one - no investment required.
FT, PT flexible. Carolina Partners has ten
offices in Raleigh, Durham, Cary, Chapel Hill,
Pittsboro and Wake Forest, North Carolina.
Good opportunity to control your life and
clinical practice, while making a good income!
Contact Executive Director or send CV to:
Carolina Partners in Mental HealthCare, 1502
W. Hwy 54, Suite 103, Durham, NC 27707.
Phone 919-967-9567; Fax 919-882-9531; Email
carolinapartners@bellsouth.net. Please visit our
website located at carolinapartners.com

Close to Greensboro and Winston-Salem -
Due to expansion of psychiatric services in the
Thomasville Medical Center, we are seeking
another psychiatrist already in practice who
wants to add on some inpatient work, or we can
offer an income guarantee to help a psychiatrist
get their practice going. Great quality of life;
great location; and great income potential.
Please call Terry B. Good at 1-804-684-5661,
Fax #: 804-684-5663; Email: terry.good@
horizonhealth.com.

NORTH DAKOTA

Join Prestigious Upper Midwest Medical Group

MeritCare Health System of Fargo, ND is
seeking an Adult Psychiatrist to join its multi-
disciplinary Psychiatry Department. Faculty
appointment and teaching of psychiatry
residents is available through University of
North Dakota School of Medicine. MeritCare
is an integrated 450-physician, multi-specialty
group practice, 583-bed, Level II tertiary/
trauma hospital with 27-primary care clinics in
two states. Sister cities, Fargo, ND and
Moorhead, MN, are a tri-college community of
190,000 located near the heart of Minnesota’s
lake country. Fargo-Moorhead offers excellent
educational systems, recreation and sports
activity as well as a variety of entertainment and
cultural events. This is an excellent opportunity
with a competitive compensation and benefits
package being offered. This is not a designated
HPSA site. To learn more about this practice
opportunity visit our website at www.meritcare.
com or contact:

Jean Keller, Physician Recruiter
MeritCare Health System
P O Box MC
Fargo, ND 58122-0385

Phone: 701-280-4853
Fax: 701-280-4136
Email: Jean.Keller@meritcare.com

30 Minutes from Dayton Suburbs - easy
drive to Indianapolis - Expanded adult and
geropsych services in an extremely impressive
med/surg hospital (gorgeous brand new facility).
Join top-notch medical staff. Services include
inpatient, outpatient and IOP. Offering very at-
tractive salary with benefits & bonus plan &
possible sign-on bonus. Please call Terry B.
Good at 1-804-684-5661, Fax #: 804-684-
5663; Email: terry.good@horizonhealth.com.
EOE

OKLAHOMA

BE/BC psychiatrist to join growing group
practice in Moore, OK. Up to $170/hr.
Flexible PT hrs, incl. evening and weekend.
Relaxed, professional atmosphere. Beautiful
office space next to hospital. Please contact Dr.
Gant Ward at 405-735-6333 for info.

Oregon Department of Human Services

The Oregon Department of Human Services
(DHS) is looking for Board Certified or Board
eligible Psychiatrists with interest and/or experi-
ence in adult and forensic programs. You must
also be eligible for licensure to practice medicine
in Oregon. Salary is very competitive and in-
cludes psychiatric differential, certification pay,
and opportunities for additional on-call work
can increase your income substantially. A gener-
ous benefit package includes health and dental
insurance and one of the best public employee
retirement programs in the country. DHS oper-
ates three Psychiatric Hospitals in Salem, Port-
land, and Pendleton. Please call (503) 945-2817,
Faxt#: (503) 945-9910; Email: osh.recruitment@
state.or.us. Or mail CV to: Human Resources,
2600 Center Street NE, Salem, OR 97301-2682.
The Oregon Department of Human Services is
committed to affirmative action, equal employ-
ment opportunity and workplace diversity.

PENNSYLVANIA

LIFESPAN PSYCHIATRY
Rhode Island Hospital
Affiliated Hospital of the Warren Alpert Medical
School of Brown University

This full-time clinical position is part of an
academic medical center program, and eligible
through teaching opportunities to be considered
for a Clinical Faculty appointment at Brown
University. There are possibilities for research
participation for applicants with appropriate
background and interests, although the position
is primarily clinical.

The position consists of half-time inpatient unit
attending role along with half-time general
outpatient psychiatry.

Applicant must be Board Certified in Psychiatry
or Board eligible (within three years of training
completion). Salary and benefits commensurate
with level of training and experience.

Please send CV’s along with a letter of inter-
est to Richard J. Goldberg, M.D., Psychia-
trist-in-Chief, APC-9, Rhode Island Hospi-
tal, 593 Eddy Street, Providence, RI 02903
and/or email: rjgoldberg@lifespan.org.

(1-2-09/eh/hr/ads)

Psychiatrists:

Currently we have exciting full- and part-
time positions in a rapidly expanding depart-
ment. Opportunities include responsibilities in
and outside our five-hospital health system.
There are immediate openings for child/adoles-
cent, adult and addictions psychiatrists.

In addition, there are private practice options in
a traditdonal psychotherapy model. Evening and
weekend positions available. Excellent salaries,
no on-call nor rounding responsibilities ever and
exceptional benefits package offered. Send CV
to Kevin Caputo, M.D., Vice President and
Chairman, Department of Psychiatry, Crozer-
Keystone Health System, One Medical Center
Blvd., Upland, PA 19013 or contact the depart-
ment manager, Kathy Waring at 610-619-7413

CLASSIFIEDS / pn.psychiatryonfine.org



Horizon Health and St. Vincent Health System
Medical Director
Erie, PA

Horizon Health, in partnership with St. Vin-
cent Health Center (Voted 5th Best Place to
work in Pennsylvania!), a 436-bed tertiary care
hospital in Erie, PA, has an exciting opportunity
for a Medical Director for a 32-bed Adult and
Geriatric Inpatient Psychiatric Program.

Opportunities for input and growth, tertiary
care, teaching opportunities in FP residency
program and LECOM medical school. Excel-
lent compensation package with full benefits.

Located on the shores of Lake Erie with 7 miles
of beaches, Erie is the fourth largest city in
Pennsylvania with a metropolitan population of
280,000. For more information contact: Mark
Blakeney, Voice: 972-420-7473, Fax: 972-420-
8233; email: mark.blakeney@horizonhealth.com
EOE.

Medical Director
Ashland, PA

Horizon Health, in partnership with St. Cath-
erine Medical Center in Ashland, PA is seeking
a Medical Director for a brand new, 14-bed
Adult inpatient psychiatric unit.

Ashland is located in eastern Pennsylvania in a
region that is rich with the history of America’s
pioneers, and is an outdoor enthusiast’s
playground. The world famous cheese steaks of
Philadelphia and outlets of Reading are less than
90 miles away, and there is easy access to the
excitement of Manhattan.

Become a pioneer and get in on this truly unique
ground floor opportunity! For more information
contact: Mark Blakeney, Voice: 972-420-7473,
Fax: 972-420-8233; email: mark.blakeney@
horizonhealth.com EOE.

PHILADELPHIA - Child Psychiatrists for
Residential & Inpatient Treatment Center OR
Partial Day Program only in Bucks County.
CLARION & SHIPPENSBURG - General
Psychiatrist for Adult services. Positions can be
fulldme or part-time (Mon-Fri schedule) - salary
& benefits. ContactJoy Lankswert @ 866-227-
5415; OR email joy.lankswert@uhsinc.com

One Hour From Downtown Philadelphia;
One and a Half Hours to Baltimore - Seeking
a Medical Director and a Staff Psychiatrist to
work on adult inpatient program in an impres-
sive med/surg hospital in a beautiful Lancaster—
close to Harrisburg. Plans for future geropsych
unit. Offering attractive salaries with benefits
& relocation packages. Great quality of life in
a great location. Please call Terry B. Good at
1-804-684-5661, Fax #: 804-684-5663; Email:
terry.good@horizonhealth.com.

RHODE ISLAND

Fulltime position available for board eligible/
certified inpatient psychiatrist interested in
clinical faculty position at Butler Hospital. This
outstanding opportunity offers a collegial aca-
demic environment in the major psychiatric
teaching facility of the Warren Albert School of
Medicine at Brown University, located in Prov-
idence, RI. Salary and clinical faculty appoint-
ment commensurate with experience. Apply by
sending CV to Steven_Rasmussen@brown.edu.

SOUTH CAROLINA

AIKEN - minutes from Augusta GA & Colum-
bia, SC. General Psychiatrist - inpatient &
partial programs. Fulltime position - salary &
benefits. Contact Joy Lankswert @ 866-227-
5415 or email joy.lankswert@uhsinc.com

Strengthen your recruitment
effort through the APA Job Bank!

Post your career opportunity
online, receive candidate

responses instantly, and access
all of APA's resume database of
psychiatrists.

Call 703.907.7330
for more information.

GLASSIFIEDS / pn.psychiatryonling.org

MEDICAL DIRECTOR FOR THE DIVISION OF
INPATIENT SERVICES
SOUTH CAROLINA DEPARTMENT OF MENTAL
HEALTH (SCDMH)
COLUMBIA, SOUTH CAROLINA

Position is responsible for the planning, direc-
tion and policy development of the clinical pro-
grams; assists with the planning and coordina-
tion of the overall strategic plan; supervision of
the medical staff in the diagnosis and treatment
of mentally ill patients; establishing effective
liaison relationships with principal referral
sources around the state, and with other pro-
grams within the SCDMH Division of Inpatient
Services in a comprehensive system of care. Ser-
vices are provided at Bryan Psychiatric Hospital,
Harris Psychiatric Hospital, Morris Village Al-
cohol and Drug Treatment Center, William S.
Hall Psychiatric Hospital for Children and
Adolescents, Forensic Services, the Sexually
Violent Predator Treatment Program, and The
C.M. Tucker Nursing Care Center. The hospi-
tal system focuses on stabilization and commu-
nity re-entry. Specialty services include acute
care, long-term care, children and adolescents,
substance abuse treatment services, forensics,
Long-Term Care, and a sexually violent predator
treatment program. The mental health system
is moving toward an evidence-based system of
care. We promote strong academic alliances.
Preferred Qualifications: A board certified
psychiatrist with eligibility for licensure to
practice medicine in South Carolina, at least five
years of proven experience as a mental health
executive, including progressively responsible
administrative experience in the management of
a complex hospital care delivery system. An
in-depth knowledge of health care reform, a
science to services approach, a keen sense of is-
sues related to service delivery and strong lead-
ership ability are highly desirable.

Visit our website for information about the
South Carolina department of Mental Health at
www.state.sc.us/dmh  Excellent benefits.
Apply on-line to review more details at jobs.
sc.gov

Or send resume to:

Ms. Joan X. Boyle, Human Resources Manager
Division of Human Resource Services

S.C. Department of Mental Health

P.O. Box 485

2414 Bull Street

Columbia, S.C. 29202

OFFICE: (803) 898-8592 FAX: (803) 898-8614
Jxb28@dmbh.state.sc.us
Internet-http://www.state.sc.us/dmh

Salary is negotiable, depending upon training
and experience.

TEXAS

HOUSTON, TX AREA (THE WOOD-
LANDS, TX) PSYCHIATRIST/CHILD AND
ADOLESCENT PSYCHIATRIST, FT TX
license required; Private practice; Mostly Child
and Adolescent and Adult population, very few
Geriatric Pts. Looking for partner with
potential ownership in the practice. E-mail:
shara@psixp.com or call 718.385.4187

AUSTIN GERIATRIC PSYCHIATRY, www.
senioradults.net: office, nursing and assisted
living facilities, research. Great job with flexible
income, hours and benefits. E-mail CV and 3
references to jwinston@austin.rr.com

WEST TEXAS San Angelo: Private practice
opportunity. Income guarantee & practice
start-up support. Administrative title and duties
available with additional financial stipend. Joy
Lankswert @ 866-227-5415 or email joy.
lankswert@uhsinc.com

VIRGINIA BEACH

Board certified psychiatrist to join 1 psychiatrist
and 3 therapists in well-established out-patient
practice caring for children adolescents and
adults. Opportunity for ownership in several
years. Contact Dan Darby, MD at Tel: (757)
425-5050 Fax: (757) 425-1389.

PACT PSYCHIATRIST - #682
STAFF PSYCHIATRIST - #694

District 19 Community Services Board, based
in Old Towne Petersburg, is recruiting for these
two full time positions. The hiring range for
each position is $125-$145k. For more informa-
tion, please visit our website at www.d19¢csb.com
or call (804)862-8062.

Come Work & Play in the Mountains!

Centra Health, located in Lynchburg, Virginia,
is seeking a board certified/eligible general/
adult psychiatrist for its expanding mental
health programs.

Duties include:

® seeing patients in our outpatient practice

® facilitating admissions to our acute inpatient
program

® sharing call 1:7 with our psychiatric team

Centra provides the most comprehensive array
of mental health programs in the Common-
wealth and an unrivaled continuum of mental
health and substance abuse services.

A not-for-profit healthcare system comprised of
Virginia Baptist, Lynchburg General, and
Southside Community Hospitals, Centra
provides a guaranteed and competitive base
salary and incentive bonus along with an
excellent benefit package.

Located in Central Virginia on the James River,
in the foothills of the Blue Ridge Mountains, the
area offers a temperate climate, distinguished
schools, a wide variety of activities and
amenities, and a high quality of life.

For more information, contact Bill Semones,
Vice President, Mental Health Services, at 434-
200-4514 or bill.semones@centrahealth.com

Psychiatrist Virginia

Per Diem - $150/hr
Salaried: $225,000.00/year

Join a team of Internists, Psychologists and
Counselors in collaboration with Correctional
officers. It is a rewarding experience for a
Psychiatrist who is interested in the “continuity
of care and positive outcome” of treatment.
Work in the safest environment one can imagine
at two local prisons. Close to UVA Wise and an
hour from historic Abingdon, and enjoy the out-
door activities in SW Virginia. The position
requires 20hrs/wk work at each facility. Work is
available as of March 1st, 2009. Malpractice
coverage is provided.

Salaried position offers 2 weeks’ paid vacation
and retirement benefits. Send CV to HCCI,
PO Box 5070, Williamsburg, VA 23188 or
email at neuro-psych@usa.net

WASHINGTON

SEATTLE!

Horizon Health seeks an Associate Medical Di-
rector for a premier psychiatric program in Se-
attle, WA! This lucrative 27-bed geriatric psych
IP program/15 IOP, is consistent on running full
census. Stipend, IP billings, Administrative du-
ties, and the ability to establish lucrative private
practice. Enjoy work/life balance with 1:4 call.
Live in the lively city of Seattle where culture
and activities are plentiful. Please submit CV to
Diane Odom: diane.odom@psysolutions.com,
Fax 972-449-1842, Contact: 972-221-2412.

The University of Washington and Harbor-
view Medical Center (HMC) in Seattle, WA
is accepting applications for a psychiatrist at the
rank of Instructor or Assistant Professor (with-
out tenure). This position is 1.0 FTE and will
do a mix of consultation and inpatient psychia-
try. Two half days a week will be spent working
in psychiatry outpatient service settings. The
position requires an MD and includes responsi-
bility for teaching residents and medical stu-
dents. Please send CV and cover letter to Peter
Roy-Byrne, MD, Chief of Psychiatry, HMC 325
9th Ave. Box 359911, Seattle, WA 98104. Uni-
versity of Washington faculty engage in teach-
ing, research, and service. The UW is building
a culturally diverse faculty and strongly encour-
ages applications from females and minority
candidates. The UW is an EOE/AA employer.

Western Washington State: Adult/Geriatric/
Forensic Psychiatrist (BE/BC with a WA state
license) applications considered. Western State
Hospital is a fully accredited (JCAHO) and
certified (CMS) 997 bed hospital serving adult,
geriatric and forensic populations. Annual salary
up to $158,304 DOQ. Excellent benefits,
including hospitalization/medical insurance,
retirement and vacation leave, plus optional
deferred income plan. Send CV to Leah Mua-
sau, Medical Staff Coordinator; Western State
Hospital; 9601 Steilacoom Blvd. SW; Lake-
wood, WA 98498-7213. E-Mail: MUASALL@
DSHS.WA.GOV.

 International

AUSTRALIA & NEW ZEALAND
PSYCHIATRY JOBS

Gen. Adult - Child & Adoles. - Forensics
Locum Tenens or Permanent Jobs

Salary = $250-350,000 per annum
www.IMRpsychiatry.com

~ Fellowships

University of Tennessee Geriatric Psychiatry
Fellowship

Positions are available in the ACGME approved
geriatric psychiatry residency (fellowship) at the
University of Tennessee, Memphis. There is a
broad range of clinical experience including
geriatric inpatient, nursing home consultation-
liaison, longitudinal outpatient psychotherapy,
psychopharmacology, neuropsychiatry, tele-
medicine (rural programs), clinical trials, and
ECT. No on site call. J-1 Visa candidates are
welcome. Candidates must be Board eligible in
Psychiatry and have an unrestricted medical
license in Tennessee before starting (PGY-5 or
higher). Log on to http://www.utmem.edu/
psych/fellowships/index.html, or inquire by
email to Ismit132@utmem.edu.

INFANT PSYCHIATRY FELLOWSHIP.
The Section of Child and Adolescent Psychiatry
at Tulane University School of Medicine is seek-
ing a full-time Fellow in Infant Psychiatry. This
one or two year fellowship includes clinical and
research experiences with the multidisciplinary
Infant Mental Health group at Tulane. MD/DO
required. Completion of a fellowship in Child
and Adolescent Psychiatry preferred. Faculty
appointment at the Instructor level with very
competitive salary is possible. Applications will
be accepted until a suitable qualified candidate
is found. Applicants should send letter of inter-
est, updated CV and list of references to Charles
Zeanah MD, Vice Chair and Director of Child
and Adolescent Psychiatry, 1440 Canal Street
TB52, New Orleans, LA 70112. Interested
eligible applicants may obtain further informa-
tion regarding this position by contacting Dr.
Zeanah at 504-988-5402 or czeanah@tulane.
edu. Tulane is strongly committed to policies of
non-discrimination and affirmative action in
student admission and in employment.

Fellowship in Addiction Psychiatry
University of Massachusetts Medical School

NEWLY ACCREDITED Fellowship in Ad-
diction Psychiatry in a department with a major
focus on addictions, including psychopharma-
cology, multiculturalism, basic neuroscience,
psychosomatic medicine (working with primary
care medicine’s addiction faculty), and state-of-
the-art psychosocial interventions. Major public
and private sector affiliations including 120-bed
private sector addiction hospital, a first-of-its-
kind 16-bed public sector adolescent detoxifica-
tion & rehabilitation unit, a new general hospi-
tal buprenorphine clinic with an intensive out-
patient program for co-occurring disorders,
organizational-wide tobacco cessation program,
and a continuum of care for opioid dependent
patients from detoxification through substitu-
tion therapy to community rehabilitation. We
are in the midst of a major expansion of clinical
and research services in the addictions, and the
establishment of an academic Center of Excel-
lence in Addiction Psychiatry. There are many
clinical and translational research opportunities
for trainees. This is an exciting time to join the
UMass Addiction Psychiatry Program. Inter-
ested persons should contact: Gerardo Gonza-
lez, MD, Director of Addiction Psychiatry Fel-
lowship Program, Department of Psychiatry,
University of Massachusetts Medical School, 55
Lake Avenue North, Worcester, MA 01655. Call
Diana Langford (508) 334-0577 or email ge-
rardo.gonzalez@umassmed.edu AA/EOE

Addiction Psychiatry/Medicine Fellowships
Univ. of Cincinnati top teaching, clinical sites.
VA Nat’l Center of Excellence. NIDA CTN,
NIAAA trials. 1 (ACGME-accredited) or 2 yr.
Robust benefits/pay. Dir: Shannon Miller, MD.
www.psychiatry.uc.edu, kathleen.peak@va.gov
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In Montgomery County, MD for 26 yrs.
Huge referral base. Practice is 95% managed

care and contracts convey. Current collection
are $1.4 mil/yr with a 97% collection ratio. The

office is available for rent or sale. Will stay on
to introduce and creative financing available.

-— - =

NEW YORK CITY
E—

E-mail psychiatricpractice@gmail.com

Ofice Soace Ay

N. Bethesda, MD. Fully furnished spacious,
sunny, luxury office and waiting room in mental
health suite. This office, located in a prestigious
office building with concierge, has large win-
dows and offers a beautiful view. Easy access to

White Flint Mall + Metro. Call (240) 271-4684.

_Gourses & Workshops

Psychiatry Board Review for ABPN II
Cost-effective course for busy clinicians.
Visit www.psychedu.com

W'%ﬂ

AN | . ‘
SHAPING OUR FUTURE:
SCIENCE AND SERVICE

162ND ANNUAL MEETING

AMERICAN PSYCHIATRIC
ASSOCIATION

OCTOBER 8-11, 2009

€®» 61st Institute on Psychiatric Services

APA’s Leading Educational Conference on Public and Community Psychiatry

Pride and Practice: Bringing Innovation Into Our Treatments

CALL FOR POSTERS
Poster Submission Deadline: May 18, 2009

You may submit your poster ONLINE ONLY at www.psych.org/IPS.

For further information about this meeting or the
submission process, please call (703) 907-7815.

Co-sponsored by Drexel University College of Medicine/Behavioral Healthcare Education

Drexel

UNIVERSITY

American Psychiatric Association

'Employers-and Candldates Connect*

through the APAjob Bank

Special Offer for APA Members

$84 APA Member Subscription to Psychiatric Services

25% off the nonmember price! SR

your print and online
subscription

Starting with the July 2009
issue, APA members will

no longer receive Psychiatric
Services as a free member
benefit.

PSYCHIATRIC
SERVICES=*

Each issue covers an array of topics, with a focus on
people with serious mental illness:

Evidence-based and best practices: delivering
effective services and programs

Recovery-oriented, client-centered care: how
systems are being transformed

Racial-ethnic disparities in care: how they arise and how to overcome them

Criminal justice involvement and homelessness: diversion and housing programs

Use of medications: improving adherence, monitoring trends and treatment adequacy

Medicaid changes and recent court cases: what they mean for your practice

For more information or to subscribe,
visit www.appi.org or call Customer Service at 1-800-368-5777
Order today and make sure that you don’t miss an issue!*

*1f you currently receive Psychiatric Services as a free member benefit, your order for a year’s subscription
will be processed to begin with the July 2009 issue.

American
chiatric
Publishing, Inc.

The First and Last Word in Psychiatry

Priority Code AH911
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Employers

» Post your psychiatric position with
the APA Job Bank at psych.org/
jobbank and reach qualified
professionals.

» Use the many resources of the
APA Job Bank to make a smart
recruitment decision.

» Advertise in the Psychiatric Services
or Psychiatric News classifieds and
the APA Job Bank and receive a
10% discount on each.

» Post your psychiatric position with
the APA Job Bank before the APA
Annual Meeting in San Francisco,
May 16-21, and use the Conference
Connection to set up interviews
with candidates at the meeting.

Candidates

Search the most comprehensive
online listing of psychiatric
positions at psych.org/jobbank.

Register to post your resume,
receive instant job alerts, use the
career tools and more.

Visit the APA Job Bank and find
the ideal position.

Use the APA Job Bank’s Conference
Connection to contact prospective
employers and set up interviews at
the APA Annual Meeting in San
Francisco, May 16-21.

SHAPING OUR FUTURE:

SCIEMCE AND SERVICE

T62MD ANNLUAL MEETING
AMERICAN PSYCHIATRIC
ASSOCIATION

Call 703-907-7330 to post your psychiatric position

GLASSIFIEDS / pn.psychiatryonfing.ory
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The American
Psychiatric Publishing

Textbook of
Psychopharma-
cology, Fourth
Edition

Edited by Alan F. Schatzberg,
M.D., and Charles B. Nemeroff,
M.D., Ph.D.

Its last edition hailed as “an
essential volume for psychiatry
residents as well as clinicians”
(Journal of Psychiatric Practice),
The American Psychiatric
Publishing Textbook of
Psychopharmacology is now
updated to keep you abreast of
the latest research and trends

in the field. Covering both basic
science and clinical practice, this
new edition draws on the talents
of 53 new contributors—with the
total increased from 139 to 158—
to guarantee fresh, authoritative
perspectives on advances in

psychiatric drug therapy.

The American
Psychiatric Publishing

Textbook of
Alzheimer
Disease and
Other Dementias

Edited by
Myron F.Weiner, M.D., and
Anne M. Lipton, M.D., Ph.D.

The American Psychiatric
Publishing Textbook of
Alzheimer Disease and Other
Dementias is an up-to-date

and comprehensive overview

of dementia for practicing
psychiatrists or residents who
deal with cognitively impaired
adults in outpatient, inpatient,
and long-term care settings. With
content ranging from clinical
guidance to basic research,

it contains information on

nearly every subject related to
dementing conditions or illnesses
providing extensive coverage of
clinical management issues and
enabling a deeper understanding

of the causes of dementia.

The American
Psychiatric Publishing

Textbook of
Geriatric
Psychiatry,
Fourth Edition

Textbook of
Psychotherapeutic
Treatments

Edited by Glen O. Gabbard, M.D.

Glen O. Gabbard, author or edi-
tor of more than 22 books and
over 280 scientific papers and Dan G. Blazer,M.D,, Ph.D,

book chapters, is a leader in the  David C. Steffens, M.D., M.H.S.

fields of psychiatry and psycho- Widely recognized as the

standard in its field, 7%e
American Psychiatric Textbook

analysis. He has assembled 50 of
the world’s most renowned ex-

perts in every psychotherapeutic of Geriatric Psychiatry has

school of thought to create this been revised and updated

definitive volume, sure to become

while continuing the tradition
the standard text for all student

of providing both scholar and

nd practicin hotherapists. e .
and pracicng psyChotaerapists: cinician with the practical

Treatment outcome depends skills and knowledge required

on carefully matching the thera-  for understanding mental
peutic modality to the patient disorders in later life. It offers
or client, and this book will an authoritative review of a
both facilitate and enhance wide range of topics written by
that meticulous process. Up- leaders in geriatric psychiatry,
to-date and scientifically gerontology, geriatric medicine,
rigorous, this book is the “go-to”  and geriatric nursing, offering
reference for the conscientious a solid grounding in both basic

psychotherapist. science and clinical applications.

Handbook of
Psychiatric
Measures,
Second Edition

Edited by

A.John Rush Jr, M.D.,
Michael B. First, M.D., and
Deborah Blacker, M.D., Sc.D.
2008 * 864 pages

ISBN 978-1-58562-218-4

Hardcover ¢ $195.00
Item #62218

The American
Psychiatric Publishing

Textbook of
Substance Abuse
Treatment,
Fourth Edition

Edited by Marc Galanter, M.D.,
and Herbert D. Kleber, M.D.

May 2009 « 1,632 pages
ISBN 978-1-58562-309-9
Hardcover

Special Prepublication Price of
$245.00 until May 31, 2009
(thereafter $275.00) ¢ Item #62309

Order Online: www.appi.org ¢ Phone: 1-800-368-5777 < Fax: 703-907-1091 * Email: appi@psych.org

2009 ° 560 pages

ISBN 978-1-58562-278-8
Hardcover * $125.00
Item #62278

2009 * 944 pages

ISBN 978-1-58562-304-4
Hardcover ¢ $95.00
Item #62304

2009 « 720 pages

ISBN 978-1-58562-277-1
Hardcover * $149.00
Item #62277

American

sychiatric

Publishing, Inc.

The First and Last Word in Psychiatry

2008 « 768 pages

ISBN 978-1-58562-276-4
Hardcover « $165.00
Item #62276

Priority Code AH926



CYMBALTA®
(duloxetine hydrochloride) Delayed-Release Capsules for Oral use
Brief Summary: Consult the package insert for complete prescribing information.

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo of suicidal thinking and
behavior (suicidality) in children, adolescents, and young adults in shori-term
studies of major depressive disorder (MDD) and other psychiatric disorders. Anyone
considering the use of Cymbalta or any other antidepressant in a child, adolescent,
or young adult must balance this risk with the clinical need. Short-term studies did
not show an increase in the risk of suicidality with antidepressants compared to
placebo in adults beyond age 24; there was a reduction in risk with antidepressants
compared to placebo in adults aged 65 and older. Depression and certain other
psychiatric disorders are themselves associated with increases in the risk of
suicide. Patients of all ages who are started on antidepressant therapy should be
monitored appropriately and observed closely for clinical worsening, suicidality,
or unusual changes in behavior. Families and caregivers should be advised of the
need for close observation and communication with the prescriber. Cymbalta is
not approved for use in pediatric patients. [See Warnings and Precautions and
Use in Specific Populations.]

INDICATIONS AND USAGE: Major Depressive Disorder—Cymbalta is indicated for the
acute and maintenance treatment of major depressive disorder (MDD).

Generalized Anxiety Disorder—Cymbalta is indicated for the acute treatment of
generalized anxiety disorder (GAD).

Diabetic Peripheral Neuropathic Pain—Cymbalta is indicated for the management
of neuropathic pain (DPNP) associated with diabetic peripheral neuropathy.

Fibromyalgia—Cymbalta is indicated for the management of fibromyalgia (FM).

CONTRAINDICATIONS: Monoamine Oxidase Inhibitors—Concomitant use in patients
taking monoamine oxidase inhibitors (MAQIs) is contraindicated due to the risk of serious,
sometimes fatal, drug interactions with serotonergic drugs. These interactions may
include hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid
fluctuations of vital signs, and mental status changes that include extreme agitation
progressing to delirium and coma. These reactions have also been reported in patients
who have recently discontinued serotonin reuptake inhibitors and are then started on an
MAQI. Some cases presented with features resembling neuroleptic malignant syndrome
[see Warnings and Precautions].

Uncontrolled Narrow-Angle Glaucoma—In clinical trials, Cymbalta use was associated
with an increased risk of mydriasis; therefore, its use should be avoided in patients with
uncontrolled narrow-angle glaucoma [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS: 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. Suicide is a known risk of
depression and certain other psychiatric disorders, and these disorders themselves are
the strongest predictors of suicide. There has been a long-standing concern, however,
that antidepressants may have a role in inducing worsening of depression and the
emergence of suicidality in certain patients during the early phases of treatment.

Pooled analyses of short-term placebo-controlled trials of antidepressant drugs
(SSRIs and others) showed that these drugs increase the risk of suicidal thinking and
behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with major
depressive disorder (MDD) and other psychiatric disorders. Short-term studies did not
show an increase in the risk of suicidality with antidepressants compared to placebo in
adults beyond age 24; there was a reduction with antidepressants compared to placebo
in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children and adolescents with MDD,
obsessive compulsive disorder (OCD), or other psychiatric disorders included a total of
24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses
of placebo-controlled trials in adults with MDD or other psychiatric disorders included a
total of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs
in over 77,000 patients. There was considerable variation in risk of suicidality among
drugs, but a tendency toward an increase in the younger patients for almost all drugs
studied. There were differences in absolute risk of suicidality across the different indications,
with the highest incidence in MDD. The risk of differences (drug vs placebo), however,
were relatively stable within age strata and across indications. These risk differences
(drug-placeho difference in the number of cases of suicidality per 1000 patients treated)
are provided in Table 1.

Table 1

Age Range Drug-Placebo Difference in
Number of Cases of Suicidality
per 1000 Patients Treated
Increases Compared to Placebo

<18 14 additional cases

18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case

>65 6 fewer cases

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials,
but the number was not sufficient to reach any conclusion about drug effect on suicide.

Itis unknown whether the suicidality risk extends to longer-term use, i.e., beyond several
months. However, there is substantial evidence from placebo-controlled maintenance
trials in adults with depression that the use of antidepressants can delay the recurrence
of depression.

All patients being treated with antidepressants for any indication should be monitored
appropriately and 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.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania,
have been reported in adult and pediatric patients being treated with antidepressants
for major depressive disorder as well as for other indications, both psychiatric and
nonpsychiatric. Although a causal 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 discontinuation can be associated with certain
symptoms [see Warnings and Precautions, Discontinuation of Treatment with Cymbalta].

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

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

Hepatotoxicity—There have been reports of hepatic failure, sometimes fatal, in patients
treated with Cymbalta. These cases have presented as hepatitis with abdominal pain,
hepatomegaly, and elevation of transaminase levels to more than twenty times the upper
limit of normal with or without jaundice, reflecting a mixed or hepatocellular pattern of
liver injury. Cymbalta should be discontinued in patients who develop jaundice or other
evidence of clinically significant liver dysfunction and should not be resumed unless
another cause can be established.

Cases of cholestatic jaundice with minimal elevation of transaminase levels have also
been reported. Other postmarketing reports indicate that elevated transaminases, bilirubin,
and alkaline phosphatase have occurred in patients with chronic liver disease or cirrhosis.

Cymbalta increased the risk of elevation of serum transaminase levels in development
program clinical trials. Liver transaminase elevations resulted in the discontinuation of
0.3% (82/27,229) of Cymbalta-treated patients. In these patients, the median time to
detection of the transaminase elevation was about two months. In placebo-controlled trials in
any indication, elevation of ALT >3 times the upper limit of normal occurred in 1.1%
(85/7,632) of Cymbalta-treated patients compared to 0.2% (13/5,578) of placebo-treated
patients. In placebo-controlled studies using a fixed dose design, there was evidence of a
dose response relationship for ALT and AST elevation of >3 times the upper limit of normal
and >5 times the upper limit of normal, respectively.

Because it is possible that duloxetine and alcohol may interact to cause liver injury or
that duloxetine may aggravate pre-existing liver disease, Cymbalta should ordinarily not
be prescribed to patients with substantial alcohol use or evidence of chronic liver disease.

Orthostatic Hypotension and Syncope—Orthostatic hypotension and syncope have
been reported with therapeutic doses of duloxetine. Syncope and orthostatic hypotension
tend to occur within the first week of therapy but can occur at any time during duloxetine
treatment, particularly after dose increases. The risk of blood pressure decreases may be
greater in patients taking concomitant medications that induce orthostatic hypotension
(such as antihypertensives) or are potent CYP1A2 inhibitors [see Warnings and Precautions
and Drug Interactions] and in patients taking duloxetine at doses above 60 mg daily.
Consideration should be given to discontinuing duloxetine in patients who experience
symptomatic orthostatic hypotension and/or syncope during duloxetine therapy.

Serotonin Syndrome—The development of a potentially life-threatening serotonin
syndrome may occur with SNRIs and SSRIs, including Cymbalta treatment, particularly
with concomitant use of serotonergic drugs (including triptans) and with drugs which
impair metabolism of serotonin (including MAQIs). Serotonin syndrome symptoms may
include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability
(e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations
(e.0., hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhea).

The concomitant use of Cymbalta with MAQIs intended to treat depression is
contraindicated [see Contraindications].

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

The concomitant use of Cymbalta with serotonin precursors (such as tryptophan) is
not recommended [See Drug Interactions].

Abnormal Bleeding—SSRIs and SNRIs, including duloxetine, may increase the risk of
bleeding events. Concomitant use of aspirin, non-steroidal anti-inflammatory drugs,
warfarin, and other anti-coagulants may add to this risk. Case reports and epidemiological
studies (case-control and cohort design) have demonstrated an association between use
of drugs that interfere with serotonin reuptake and the occurrence of gastrointestinal
bleeding. Bleeding events related to SSRIs and SNRISs use have ranged from ecchymoses,
hematomas, epistaxis, and petechiae to life-threatening hemorrhages.

Patients should be cautioned about the risk of bleeding associated with the concomitant
use of duloxetine and NSAIDs, aspirin, or other drugs that affect coagulation.

Discontinuation of Treatment with Cymbalta—Discontinuation symptoms have
been systematically evaluated in patients taking duloxetine. Following abrupt or tapered
discontinuation in placebo-controlled clinical trials, the following symptoms occurred at
a rate greater than or equal to 1% and at a significantly higher rate in duloxetine-treated
patients compared to those discontinuing from placebo: dizziness, nausea, headache, fatigue,
paresthesia, vomiting, irritability, nightmares, insomnia, diarrhea, anxiety, hyperhidrosis
and vertigo.

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

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

Activation of Mania/Hypomania—In placebo-controlled trials in patients with major
depressive disorder, activation of mania or hypomania was reported in 0.1% (2/2,489) of
duloxetine-treated patients and 0.1% (1/1,625) of placebo-treated patients. No activation
of mania or hypomania was reported in DPNP, GAD, or fibromyalgia placebo-controlled
trials. Activation of mania or hypomania has been reported in a small proportion
of patients with mood disorders who were treated with other marketed drugs effective in
the treatment of major depressive disorder. As with these other agents, Cymbalta should
be used cautiously in patients with a history of mania.

Seizures—Duloxetine has not been systematically evaluated in patients with a seizure
disorder and such patients were excluded from clinical studies. In placebo-controlled
clinical trials, seizures/convulsions occurred in 0.03% (3/9445) of patients treated with
duloxetine and 0.01% (1/6770) of patients treated with placebo. Cymbalta should be
prescribed with care in patients with a history of a seizure disorder.

Effect on Blood Pressure—In clinical trials across indications, relative to placebo,
duloxetine treatment was associated with mean increases of up to 2.1 mm Hg in systolic
blood pressure and up to 2.3 mm Hg in diastolic blood pressure. There was no significant
difference in the frequency of sustained (3 consecutive visits) elevated blood pressure. In
a clinical pharmacology study designed to evaluate the effects of duloxetine on various
parameters, including blood pressure at supratherapeutic doses with an accelerated dose
titration, there was evidence of increases in supine blood pressure at doses up to 200 mg
twice daily. At the highest 200 mg twice daily dose, the increase in mean pulse rate was
5.0 10 6.8 beats and increases in mean blood pressure were 4.7 to 6.8 mm Hg (systolic)
and 4.5 to 7 mm Hg (diastolic) up to 12 hours after dosing.

Blood pressure should be measured prior to initiating treatment and periodically measured
throughout treatment [see Adverse Reactions, Vital Sign Changes].

Clinically Important Drug Interactions—Both CYP1A2 and CYP2D6 are responsible
for duloxetine metabolism.

Potential for Other Drugs to Affect Cymbalta—CYP1A2 Inhibitors—Co-administration
of Cymbalta with potent CYP1A2 inhibitors should be avoided [see Drug Interactions].

CYP2D6 Inhibitors—Because CYP2D6 is involved in duloxetine metabolism, concomitant
use of duloxetine with potent inhibitors of CYP2D6 would be expected to, and does, result
in higher concentrations (on average of 60%) of duloxetine [see Drug Interactions].

Potential for Cymbalta to Affect Other Drugs—Drugs Metabolized by CYP2D6—
Co-administration of Cymbalta with drugs that are extensively metabolized by CYP2D6
and that have a narrow therapeutic index, including certain antidepressants (tricyclic
antidepressants [TCAs], such as nortriptyline, amitriptyline, and imipramine), phenothiazines
and Type 1C antiarrhythmics (e.g., propafenone, flecainide), should be approached with
caution. Plasma TCA concentrations may need to be monitored and the dose of the TCA
may need to be reduced if a TCA is co-administered with Cymbalta. Because of the risk
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of serious ventricular arrhythmias and sudden death potentially associated with elevated
plasma levels of thioridazine, Cymbalta and thioridazine should not be co-administered
[see Drug Interactions].

Other Clinically Important Drug Interactions—Alcoho—Use of Cymbalta concomitantly
with heavy alcohol intake may be associated with severe liver injury. For this reason,
Cymbalta should ordinarily not be prescribed for patients with substantial alcohol use
[see Warnings and Precautions and Drug Interactions].

CNS Acting Drugs—Given the primary GNS effects of Cymbalta, it should be used with
caution when it is taken in combination with or substituted for other centrally acting
drugs, including those with a similar mechanism of action [see Warnings and Precautions
and Drug Interactions].

Hyponatremia—Hyponatremia may occur as a result of treatment with SSRIs and SNRIs,
including Cymbalta. In many cases, this hyponatremia appears to be the result of the
syndrome of inappropriate antidiuretic hormone secretion (SIADH). Cases with serum
sodium lower than 110 mmol/L have been reported and appeared to be reversible
when Cymbalta was discontinued. Elderly patients may be at greater risk of developing
hyponatremia with SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise
volume depleted may be at greater risk [see Use in Specific Populations]. Discontinuation
of Cymbalta should be considered in patients with symptomatic hyponatremia and appropriate
medical intervention should be instituted. Signs and symptoms of hyponatremia
include headache, difficulty concentrating, memory impairment, confusion, weakness,
and unsteadiness, which may lead to falls. More severe and/or acute cases have been
associated with hallucination, syncope, seizure, coma, respiratory arrest, and death.

Use in Patients with Concomitant lliness—Clinical experience with Cymbalta in
patients with concomitant systemic illnesses is limited. There is no information on the
effect that alterations in gastric motility may have on the stability of Cymbalta’s enteric
coating. In extremely acidic conditions, Cymbalta, unprotected by the enteric coating, may
undergo hydrolysis to form naphthol. Caution is advised in using Cymbalta in patients
with conditions that may slow gastric emptying (e.g., some diabetics).

Cymbalta has not been systematically evaluated in patients with a recent history of
myocardial infarction or unstable coronary artery disease. Patients with these diagnoses
were generally excluded from clinical studies during the product’s premarketing testing.

Hepatic Insufficiency—Cymbalta should ordinarily not be used in patients with hepatic
insufficiency [see Warnings and Precautions and Use in Specific Populations].

Severe Renal Impairment—Cymbalta should ordinarily not be used in patients with
end-stage renal disease or severe renal impairment (creatinine clearance <30 mL/min).
Increased plasma concentration of duloxetine, and especially of its metabolites, occur in
patients with end-stage renal disease (requiring dialysis) [see Use in Specific Populations].

Controlled Narrow-Angle Glaucoma—In clinical trials, Cymbalta was associated with an
increased risk of mydriasis; therefore, it should be used cautiously in patients with
controlled narrow-angle glaucoma [see Contraindications.

Glycemic Control in Patients with Diabetes—As observed in DPNP trials, Cymbalta
treatment worsens glycemic control in some patients with diabetes. In three clinical trials
of Cymbalta for the management of neuropathic pain associated with diabetic peripheral
neuropathy, the mean duration of diabetes was approximately 12 years, the mean baseline
fasting blood glucose was 176 mg/dL, and the mean baseline hemoglobin As; (HbA+:) was
7.8%. In the 12-week acute treatment phase of these studies, Cymbalta was associated
with a small increase in mean fasting blood glucose as compared to placebo. In the extension
phase of these studies, which lasted up to 52 weeks, mean fasting blood glucose
increased by 12 mg/dL in the Cymbalta group and decreased by 11.5 mg/dL in the
routine care group. HbAs. increased by 0.5% in the Cymbalta and by 0.2% in the routine
care groups.

Urinary Hesitation and Retention—Cymbalta is in a class of drugs known to affect
urethral resistance. If symptoms of urinary hesitation develop during treatment with
Cymbalta, consideration should be given to the possibility that they might be drug-related.
In post marketing experience, cases of urinary retention have been observed. In some
instances of urinary retention associated with duloxetine use, hospitalization and/or
catheterization has been needed.

Laboratory Tests—No specific laboratory tests are recommended.

ADVERSE REACTIONS: Clinical Trial Data Sources—The data described below reflect
exposure to duloxetine in placebo-controlled trials for MDD (N=2327), GAD (N=668),
DPNP (N=568) and FM (N=876). The population studied was 17 to 89 years of age;
64.8%, 64.7%, 38.7%, and 94.6% female; and 85.5%, 84.6%, 77.6%, and 88%
Caucasian for MDD, GAD, DPNP, and FM, respectively. Most patients received doses of a
total of 60 to 120 mg per day.

The stated frequencies of adverse reactions represent the proportion of individuals
who experienced, at least once, a treatment-emergent adverse reaction of the type listed.
A reaction was considered treatment-emergent if it occurred for the first time or worsened
while receiving therapy following baseline evaluation. Reactions reported during the studies
were not necessarily caused by the therapy, and the frequencies do not reflect investigator
impression (assessment) of causality.

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

Adverse Reactions Reported as Reasons for Discontinuation of Treatment in
Placebo-Controlled Trials—Major Depressive Disorder—Approximately 9% (209/2327)
of the patients who received duloxetine in placebo-controlled trials for MDD discontinued
treatment due to an adverse reaction, compared with 4.7% (68/1460) of the patients
receiving placebo. Nausea (duloxetine 1.3%, placebo 0.5%) was the only common
adverse reaction reported as a reason for discontinuation and considered to be drug-related
(i.e., discontinuation occurring in at least 1% of the duloxetine-treated patients and at a
rate of at least twice that of placebo).

Generalized Anxiety Disorder—Approximately 15.3% (102/668) of the patients who
received duloxetine in placebo-controlled trials for GAD discontinued treatment due to an
adverse reaction, compared with 4.0% (20/495) for placebo. Common adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined
above) included nausea (duloxetine 3.7%, placebo 0.2%), vomiting (duloxeting 1.3%,
placebo 0.0%), and dizziness (duloxeting 1.0%, placebo 0.2%).

Diabetic Peripheral Neuropathic Pain—Approximately 14.3% (81/568) of the patients
who received duloxetine in placebo-controlled trials for DPNP discontinued treatment due
to an adverse reaction, compared with 7.2% (16/223) for placebo. Common adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined above)
were nausea (duloxetine 3.5%, placebo 0.4%), dizziness (duloxetine 1.6%, placebo 0.4%),
somnolence (duloxeting 1.6%, placebo 0.0%), and fatigue (duloxetine 1.1%, placebo 0.0%).

Fibromyalgia—Approximately 19.5% (171/876) of the patients who received duloxetine
in 3 to 6 month placebo-controlled trials for FM discontinued treatment due to an adverse
reaction, compared with 11.8% (63/535) for placebo. Common adverse reactions reported
as a reason for discontinuation and considered to be drug-related (as defined above)
included nausea (duloxetine 1.9%, placebo 0.7%), somnolence (duloxetine 1.5%,
placebo 0.0%), and fatigue (duloxetine 1.3%, placebo 0.2%).

Adverse Reactions Occurring at an Incidence of 5% or More and at least Twice
Placebo Among Duloxetine-Treated Patients in Placebo-Controlled Trials—Pooled
Trials for all Approved Indications—The most commonly observed adverse reactions in
Cymbalta-treated patients (incidence of at least 5% and at least twice the incidence
in placebo patients) were nausea, dry mouth, constipation, somnolence, hyperhidrosis,
and decreased appetite.

In addition to the adverse reactions listed above, DPNP trials also included dizziness
and asthenia.

Adverse Reactions Occurring at an Incidence of 5% or More Among Duloxetine-Treated
Patients in Placebo-Controlled Trials—The incidence of treatment-emergent adverse
reactions in placebo-controlled trials (N=4843 Cymbalta; N=3048 placebo) for approved
indications that occurred in 5% or more of patients treated with duloxetine and with an
incidence greater than placebo were: nausea, headache, dry mouth, fatigue (includes
asthenia), insomnia* (includes middle insomnia, early morning awakening, and initial
insomnia), dizziness, somnolence  (includes hypersomnia and sedation), constipation ,
diarrhea, decreased appetite™ (includes anorexia), and hyperhidrosis. *Events for which
there was a significant dose-dependent relationship in fixed-dose studies, excluding three
MDD studies which did not have a placebo lead-in period or dose titration.

Adverse Reactions Occurring at an Incidence of 2% or More Among Duloxetine-Treated
Patients in Placebo-Controlled Trials—Pooled MDD and GAD Trials—Table 3 in full PI
gives the incidence of treatment-emergent adverse reactions in MDD and GAD placebo-
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controlled trials (N=2995 Cymbalta; N=1955 placebo) for approved indications that
occurred in 2% or more of patients treated with duloxetine and with an incidence greater
than placebo were: Cardiac Disorders—palpitations; Eye Disorders—uvision blurred:;
Gastrointestinal Disorders—nausea, dry mouth, diarrhea, constipation, abdominal pain
(includes abdominal pain upper, abdominal pain lower, abdominal tenderness, abdominal
discomfort, and gastrointestinal pain), vomiting; General Disorders and Administration
Site_Conditions—fatigue (includes asthenia); Investigations—weight decreased™;
Metabolism and Nutrition Disorders—decreased appetite (includes anorexia); Nervous
System Disorders—dizziness, somnolence (includes hypersomnia and sedation), tremor;
Psychiatric Disorders—insomnia (includes middle insomnia, early morning awakening,
and initial insomnia), agitation (includes feeling jittery, nervousness, restlessness,
tension, and psychomotor agitation), anxiety, decreased libido (includes loss of libido),
orgasm abnormal (includes anorgasmia), abnormal dreams (includes nightmare);
Reproductive System and Breast Disorders—erectile dysfunction, ejaculation delayed,
gjaculation disorder (includes ejaculation failure and ejaculation dysfunction);
Respiratory, Thoracic. and Mediastinal Disorders—yawning; Skin and Subcutaneous
Tissue Disorders—hyperhidrosis; Vascular Disorders—hot flush. *Events for which there
was a significant dose-dependent relationship in fixed-dose studies, excluding three MDD
studies which did not have a placebo lead-in period or dose titration.

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

Fibromyalgia—Treatment-emergent adverse events that occurred in 2% or more of
patients treated with Cymbalta in the premarketing acute phase of FM placebo-controlled
trials (N=876 Cymbalta; N=535 placebo) and with an incidence greater than placebo
were: Cardiac Disorders—palpitations; Eye Disorders—vision blurred; Gastrointestinal
Disorders—nausea, dry mouth, constipation, diarrhea, dyspepsia; General Disorders and
Administration Site Conditions—fatigue (includes asthenia); Immune System Disorders—
seasonal allergy; Infections and Infestations—upper respiratory tract infection, urinary
tract infection, influenza, gastroenteritis viral; Investigations—weight increased; Metabolism
and Nutrition Disorders—decreased appetite (includes anorexia); Musculoskeletal and
Connective Tissue Disorders—musculoskeletal pain, muscle spasm; Nervous System
Disorders—headache, dizziness, somnolence (includes hypersomnia and sedation),
tremor, paraesthesia, migraine, dysgeusia; Psychiatric Disorders—insomnia (includes
middle insomnia, early morning awakening, and initial insomnia), agitation (includes feeling
jittery, nervousness, restlessness, tension, and psychomotor agitation), sleep disorder,
abnormal dreams (includes nightmare), orgasm abnormal (includes anorgasmia), libido
decreased (includes loss of libido); Reproductive System and Breast Disorders—ejaculation
disorder (includes ejaculation failure and ejaculation dysfunction), penis disorder;
Respiratory, Thoracic, and Mediastinal Disorders—cough, pharyngolaryngeal pain;
Skin_and Subcutaneous Tissue Disorders—hyperhidrosis, rash, pruritus; Vascular
Disorders—hot flush.

Effects on Male and Female Sexual Function—Changes in sexual desire, sexual
performance and sexual satisfaction often occur as manifestations of psychiatric disorders
or diabetes, but they may also be a consequence of pharmacologic treatment. Because
adverse sexual reactions are presumed to be voluntarily underreported, the Arizona
Sexual Experience Scale (ASEX), a validated measure designed to identify sexual side
effects, was used prospectively in 4 MDD placebo-controlled trials. In these trials, patients
treated with Cymbalta experienced significantly more sexual dysfunction, as measured by
the total score on the ASEX, than did patients treated with placebo. Gender analysis
showed that this difference occurred only in males. Males treated with Cymbalta
experienced more difficulty with ability to reach orgasm (ASEX Item 4) than males treated
with placebo. Females did not experience more sexual dysfunction on Gymbalta than on
placebo as measured by ASEX total score. Physicians should routinely inquire about
possible sexual side effects. See Table 6 in full PI for specific ASEX results.

Vital Sign Changes—In clinical trials across indications, relative to placebo, duloxetine
treatment was associated with mean increases of up to 2.1 mm Hg in systolic blood
pressure and up to 2.3 mm Hg in diastolic blood pressure. There was no significant
difference in the frequency of sustained (3 consecutive visits) elevated blood pressure
[see Warnings and Precautions]. Duloxetine treatment, for up to 26-weeks in placebo-
controlled trials typically caused a small increase in heart rate compared to placebo of up
to 3-4 beats per minute.

Weight Changes—In placebo-controlled clinical trials, MDD and GAD patients treated
with Cymbalta for up to 10-weeks experienced a mean weight loss of approximately
0.5 kg, compared with a mean weight gain of approximately 0.2 kg in placebo-treated
patients. In DPN placebo-controlled clinical trials, patients treated with Cymbalta for up to
13-weeks experienced a mean weight loss of approximately 1.1 kg, compared with a
mean weight gain of approximately 0.2 kg in placebo-treated patients. In fibromyalgia
studies, patients treated with Cymbalta for up to 26 weeks experienced a mean weight
loss of approximately 0.4 kg compared with a mean weight gain of approximately 0.3 kg
in placebo-treated patients. In one long-term fibromyalgia 60-week uncontrolled study,
duloxetine patients had a mean weight increase of 0.7 kg.

Laboratory Changes—Cymbalta treatment in placebo-controlled clinical trials, was
associated with small mean increases from baseline to endpoint in ALT, AST, CPK, and
alkaline phosphatase; infrequent, modest, transient, abnormal values were observed for
these analytes in Cymbalta-treated patients when compared with placebo-treated patients
[see Warnings and Precautions].

Electrocardiogram Changes—Electrocardiograms were obtained from duloxetine-treated
patients and placebo-treated patients in clinical trials lasting up to 13-weeks. No clinically
significant differences were observed for QTc, QT, PR, and QRS intervals between
duloxetine-treated and placebo-treated patients. There were no differences in clinically
meaningful QTcF elevations between duloxeting and placebo. In a positive-controlled
study in healthy volunteers using duloxetine up to 200 mg twice daily, no prolongation of
the corrected QT interval was observed.

Other Adverse Reactions Observed During the Premarketing and Postmarketing
Clinical Trial Evaluation of Duloxetine—Following is a list of treatment-emergent adverse
reactions reported by patients treated with duloxetine in clinical trials. In clinical trials of
all indications, 27,229 patients were treated with duloxetine. Of these, 29% (7,886) took
duloxetine for at least 6 months, and 13.3% (3,614) for at least one year. The following
listing is not intended to include reactions (1) already listed in previous tables or
elsewhere in labeling, (2) for which a drug cause was remote, (3) which were so general
as to be uninformative, (4) which were not considered to have significant clinical implications,
or (5) which occurred at a rate equal to or less than placebo.

Reactions are categorized by body system according to the following definitions:
frequent adverse reactions are those occurring in at least 1/100 patients; infrequent
adverse reactions are those occurring in 1/100 to 1/1000 patients; rare reactions are those
occurring in fewer than 1/1000 patients. Cardiac Disorders—Frequent: palpitations;
Infrequent: myocardial infarction and tachycardia; Ear_and Labyrinth Disorders—
Frequent: vertigo; Infrequent: ear pain and tinnitus; Endocrine Disorders—Infrequent:
hypothyroidism; Eye Disorders—Frequent: vision blurred; Infrequent; diplopia and
visual disturbance; Gastrointestinal Disorders—Frequent: flatulence; Infrequent: eructation,
gastritis, halitosis, and stomatitis; Rare: gastric ulcer, hematochezia, and melena;
General Disorders and Administration Site Conditions—Frequent: chills/rigors;
Infrequent: feeling abnormal, feeling hot and/or cold, malaise, and thirst; Rare: gait
disturbance; Infections and Infestations—/nfrequent: gastroenteritis and laryngitis;
Investigations—Frequent: weight increased; Infrequent: blood cholesterol increased;
Metabolism and Nutrition Disorders—Infrequent: dehydration and hyperlipidemia;
Rare: dyslipidemia; Musculoskeletal and Connective Tissue Disorders—Frequent:
musculoskeletal pain; Infrequent: muscle tightness and muscle twitching; Nervous
System Disorders—Frequent: dysgeusia, lethargy, and parasthesia/hypoesthesia;
Infrequent: disturbance in attention, dyskinesia, myoclonus, and poor quality sleep; Rare:
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dysarthria; Psychiatric Disorders—Frequent: abnormal dreams and sleep disorder;
Infrequent: apathy, bruxism, disorientation/confusional state, irritability, mood swings,
and suicide attempt; Rare: completed suicide; Renal and Urinary Disorders—Infrequent:
dysuria, micturition urgency, nocturia, polyuria, and urine odor abnormal.; Reproductive
System and Breast Disorders—Frequent: anorgasmia/orgasm abnormal; Infrequent:
menopausal symptoms, and sexual dysfunction; Respiratory, Thoracic and Mediastinal
Disorders—Frequent: yawning; Infrequent: throat tightness; Skin and Subcutaneous
Tissue Disorders—Infrequent: cold sweat, dermatitis contact, erythema, increased
tendency to bruise, night sweats, and photosensitivity reaction; Rare: ecchymosis;
Vascular Disorders—Frequent: hot flush; Infrequent: flushing, orthostatic hypotension,
and peripheral coldness.

Postmarketing Spontaneous Reports—The following adverse reactions have been
identified during postapproval use of Cymbalta. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Adverse reactions reported since market introduction that were temporally related
to duloxetine therapy and not mentioned elsewhere in labeling include: anaphylactic
reaction, aggression and anger (particularly early in treatment or after treatment
discontinuation), angioneurotic edema, erythema multiforme, extrapyramidal disorder,
glaucoma, gynecological bleeding, hallucinations, hyperglycemia, hypersensitivity,
hypertensive crisis, muscle spasm, rash, restless legs syndrome, seizures upon treatment
discontinuation, supraventricular arrhythmia, tinnitus (upon treatment discontinuation),
trismus, and urticaria.

Serious skin reactions including Stevens-Johnson Syndrome that have required drug
discontinuation and/or hospitalization have been reported with duloxetine.

DRUG INTERACTIONS: Both CYP1A2 and CYP2D6 are responsible for duloxetine metabolism.

Inhibitors of CYP1A2—When duloxetine 60 mg was co-administered with fluvoxamine
100 mg, a potent CYP1A2 inhibitor, to male subjects (n=14) duloxetine AUC was
increased approximately 6-fold, the Crma Was increased about 2.5-fold, and duloxetine t1/2
was increased approximately 3-fold. Other drugs that inhibit CYP1A2 metabolism include
cimetidine and quinolone antimicrobials such as ciprofloxacin and enoxacin [see
Warnings and Precautions].

Inhibitors of CYP2D6—Concomitant use of duloxetine (40 mg once daily) with
paroxetine (20 mg once daily) increased the concentration of duloxetine AUC by about
60%, and greater degrees of inhibition are expected with higher doses of paroxetine.
Similar effects would be expected with other potent CYP2D6 inhibitors (e.g., fluoxetine,
quinidine) [see Warnings and Precautions].

Dual Inhibition of CYP1A2 and CYP2D6—Concomitant administration of duloxetine
40 mg twice daily with fluvoxamine 100 mg, a potent CYP1A2 inhibitor, to CYP2D6 poor
metabolizer subjects (n=14) resulted in a 6-fold increase in duloxetine AUC and Crax.

Drugs that Interfere with Hemostasis (e.g., NSAIDs, Aspirin, and Warfarin)—
Serotonin release by platelets plays an important role in hemostasis. Epidemiological
studies of the case-control and cohort design that have demonstrated an association
between use of psychotropic drugs that interfere with serotonin reuptake and the
occurrence of upper gastrointestinal bleeding have also shown that concurrent use of an
NSAID or aspirin may potentiate this risk of bleeding. Altered anticoagulant effects,
including increased bleeding, have been reported when SSRIs or SNRIs are
coadministered with warfarin. Patients receiving warfarin therapy should be carefully
monitored when duloxetine is initiated or discontinued [see Warnings and Precautions].

Lorazepam—Under steady-state conditions for duloxetine (60 mg Q 12 hours) and
lorazepam (2 mg Q 12 hours), the pharmacokinetics of duloxetine were not affected by
co-administration.

Temazepam—Under steady-state conditions for duloxeting (20 mg ghs) and temazepam
(30 mg ghs), the pharmacokinetics of duloxetine were not affected by co-administration.

Drugs that Affect Gastric Acidity—Cymbalta has an enteric coating that resists
dissolution until reaching a segment of the gastrointestinal tract where the pH exceeds
5.5. In extremely acidic conditions, Cymbalta, unprotected by the enteric coating, may
undergo hydrolysis to form naphthol. Caution is advised in using Cymbalta in patients
with conditions that may slow gastric emptying (e.g., some diabetics). Drugs that
raise the gastrointestinal pH may lead to an earlier release of duloxetine. However,
co-administration of Cymbalta with aluminum- and magnesium-containing antacids
(51 mEq) or Cymbalta with famotidine, had no significant effect on the rate or extent of
duloxetine absorption after administration of a 40 mg oral dose. It is unknown whether
the concomitant administration of proton pump inhibitors affects duloxetine absorption
[see Warnings and Precautions].

Drugs Metabolized by CYP1A2—I/n vitro drug interaction studies demonstrate that
duloxetine does not induce CYP1A2 activity. Therefore, an increase in the metabolism of
CYP1A2 substrates (e.g., theophylline, caffeine) resulting from induction is not anticipated,
although clinical studies of induction have not been performed. Duloxetine is an inhibitor
of the CYP1A2 isoform in in vitro studies, and in two clinical studies the average
(90% confidence interval) increase in theophylline AUC was 7% (1%-15%) and 20%
(13%-27%) when co-administered with duloxetine (60 mg twice daily).

Drugs Metabolized by CYP2D6—Duloxetine is a moderate inhibitor of CYP2D6. When
duloxetine was administered (at a dose of 60 mg twice daily) in conjunction with a single
50-mg dose of desipramine, a CYP2D6 substrate, the AUC of desipramine increased
3-fold [see Warnings and Precautions].

Drugs Metabolized by CYP2C9—Duloxetine does not inhibit the in vitro enzyme activity
of CYP2C. Inhibition of the metabolism of CYP2C9 substrates is therefore not anticipated,
although clinical studies have not been performed.

Drugs Metabolized by CYP3A—Results of in vitro studies demonstrate that duloxetine
does not inhibit or induce CYP3A activity. Therefore, an increase or decrease in the
metabolism of CYP3A substrates (e.g., oral contraceptives and other steroidal agents)
resulting from induction or inhibition is not anticipated, although clinical studies have not
been performed.

Drugs Metabolized by CYP2C19—Results of in vitro studies demonstrate that
duloxetine does not inhibit CYP2C19 activity at therapeutic concentrations. Inhibition of
the metabolism of CYP2C19 substrates is therefore not anticipated, although clinical
studies have not been performed.

Monoamine Oxidase Inhibitors—Switching Patients to or from a Monoamine Oxidase
Inhibitor—At least 14 days should elapse between discontinuation of an MAQI and
initiation of therapy with Cymbalta. In addition, at least 5 days should be allowed after
stopping Cymbalta before starting an MAOQI [see Contraindications and Warnings and
Precautions].

Serotonergic Drugs—Based on the mechanism of action of SNRIs and SSRIs, including
Cymbalta, and the potential for serotonin syndrome, caution is advised when Cymbalta
is co-administered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, linezolid (an antibiotic which is a reversible non-selective
MAQI), lithium, tramadol, or St. John's Wort. The concomitant use of Cymbalta with other
SSRIs, SNRIs or tryptophan is not recommended [see Warnings and Precautions].

Triptans—There have been rare postmarketing reports of serotonin syndrome with
use of an SSRI and a triptan. If concomitant treatment of Cymbalta with a triptan is
clinically warranted, careful observation of the patient is advised, particularly during
treatment initiation and dose increases [see Warnings and Precautions].

Alcohol—When Cymbalta and ethanol were administered several hours apart so that
peak concentrations of each would coincide, Cymbalta did not increase the impairment of
mental and motor skills caused by alcohol.

In the Cymbalta clinical trials database, three Cymbalta-treated patients had liver injury
as manifested by ALT and total bilirubin elevations, with evidence of obstruction.
Substantial intercurrent ethanol use was present in each of these cases, and this may have
contributed to the abnormalities seen [see Warnings and Precautions].

CNS Drugs—[see Warnings and Precautions].

Drugs Highly Bound to Plasma Protein—Because duloxetine is highly bound to
plasma protein, administration of Cymbalta to a patient taking another drug that is highly
protein bound may cause increased free concentrations of the other drug, potentially
resulting in adverse reactions.

USE IN SPECIFIC POPULATIONS: Pregnancy—Teratogenic Effects, Pregnancy Category C—
In animal reproduction studies, duloxetine has been shown to have adverse effects on
embryo/fetal and postnatal development.

When duloxetine was administered orally to pregnant rats and rabbits during the period
of organogenesis, there was no evidence of teratogenicity at doses up to 45 mg/kg/day
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(7 times the maximum recommended human dose [MRHD, 60 mg/day] and 4 times the
human dose of 120 mg/day on a mg/m? basis, in rat; 15 times the MRHD and 7 times
the human dose of 120 mg/day on a mg/m? basis in rabbit). However, fetal weights were
decreased at this dose, with a no-geffect dose of 10 mg/kg/day (2 times the MRHD and
=1 times the human dose of 120 mg/day on a mg/m? basis in rat; 3 times the MRHD
and 2 times the human dose of 120 mg/day on a mg/m? basis in rabbits).

When duloxetine was administered orally to pregnant rats throughout gestation and
lactation, the survival of pups to 1 day postpartum and pup body weights at birth and
during the lactation period were decreased at a dose of 30 mg/kg/day (5 times the MRHD
and 2 times the human dose of 120 mg/day on a mg/m? basis); the no-effect dose was
10 mg/kg/day. Furthermore, behaviors consistent with increased reactivity, such as
increased startle response to noise and decreased habituation of locomotor activity, were
observed in pups following maternal exposure to 30 mg/kg/day. Post-weaning growth
and reproductive performance of the progeny were not affected adversely by maternal
duloxetine treatment.

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

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

When treating pregnant women with Cymbalta during the third trimester, the physician
should carefully consider the potential risks and benefits of treatment. The physician may
consider tapering Cymbalta in the third trimester.

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

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

Pediatric Use—Safety and effectiveness in the pediatric population have not been
established [see Boxed Warning and Warnings and Precautions]. Anyone considering the
use of Gymbalta in a child or adolescent must balance the potential risks with the clinical
need.

Geriatric Use—Of the 2,418 patients in premarketing clinical studies of Cymbalta for
MDD, 5.9% (143) were 65 years of age or over. Of the 1,074 patients in the DPNP
premarketing studies, 33% (357) were 65 years of age or over. Of the 1,761 patients in
FM premarketing studies, 7.9% (140) were 65 years of age or over. Premarketing clinical
studies of GAD did not include sufficient numbers of subjects age 65 or over to determine
whether they respond differently from younger subjects. In the MDD and DPNP studies,
no overall differences in safety or effectiveness were observed between these subjects
and younger subjects, and other reported clinical experience has not identified differences
in responses between the elderly and younger patients, but greater sensitivity of some
older individuals cannot be ruled out. SSRIs and SNRIs, including Cymbalta have been
associated with cases of clinically significant hyponatremia in elderly patients, who may
be at greater risk for this adverse event [see Warnings and Precautions].

Gender—The half-life of duloxetine is similar in men and women. Dosage adjustment
based on gender is not necessary.

Smoking Status—Duloxetine bioavailability (AUC) appears to be reduced by about
one-third in smokers. Dosage modifications are not recommended for smokers.

Race—No specific pharmacokinetic study was conducted to investigate the effects
of race.

Hepatic Insufficiency—/see Warnings and Precautions].

Severe Renal Impairment—[see Warnings and Precautions].

DRUG ABUSE AND DEPENDENCE: Abuse—In animal studies, duloxetine did not
demonstrate barbiturate-like (depressant) abuse potential. While Cymbalta has not been
systematically studied in humans for its potential for abuse, there was no indication of
drug-seeking behavior in the clinical trials. However, it is not possible to predict on the
basis of premarketing experience the extent to which a CNS active drug will be misused,
diverted, and/or abused once marketed. Consequently, physicians should carefully evaluate
patients for a history of drug abuse and follow such patients closely, observing them for
signs of misuse or abuse of Cymbalta (e.g., development of tolerance, incrementation of
dose, drug-seeking behavior).

Dependence—In drug dependence studies, duloxetine did not demonstrate dependence
producing potential in rats.

OVERDOSAGE: Signs and Symptoms—In postmarketing experience, fatal outcomes
have been reported for acute overdoses, primarily with mixed overdoses, but also with
duloxetine only, at doses as low as 1000 mg. Signs and symptoms of overdose (duloxetine
alone or with mixed drugs) included somnolence, coma, serotonin syndrome, seizures,
syncope, tachycardia, hypotension, hypertension, and vomiting.

Management of Overdose—There is no specific antidote to Cymbalta, but if serotonin
syndrome ensues, specific treatment (such as with cyproheptadine and/or temperature
control) may be considered. In case of acute overdose, treatment should consist of those
general measures employed in the management of overdose with any drug.

NONCLINICAL TOXICOLOGY: Carcinogenesis, Mutagenesis, and Impairment of Fertility—
Carcinogenesis—Duloxetine was administered in the diet to mice and rats for 2 years.

In female mice receiving duloxetine at 140 mg/kg/day (11 times the maximum
recommended human dose [MRHD, 60 mg/day] and 6 times the human dose of 120 mg/day
on a mg/m? basis), there was an increased incidence of hepatocellular adenomas and
carcinomas. The no-effect dose was 50 mg/kg/day (4 times the MRHD and 2 times the
human dose of 120 mg/day on a mg/m? basis). Tumor incidence was not increased in
male mice receiving duloxetine at doses up to 100 mg/kg/day (8 times the MRHD and
4 times the human dose of 120 mg/day on a mg/m? basis).

In rats, dietary doses of duloxetine up to 27 mg/kg/day in females (4 times the MRHD
and 2 times the human dose of 120 mg/day on a mg/m? basis) and up to 36 mg/kg/day
in males (6 times the MRHD and 3 times the human dose of 120 mg/day on a mg/m?
basis) did not increase the incidence of tumors.

Mutagenesis—Duloxetine was not mutagenic in the in vitro bacterial reverse mutation
assay (Ames test) and was not clastogenic in an in vivo chromosomal aberration test
in mouse bone marrow cells. Additionally, duloxetine was not genotoxic in an in vitro
mammalian forward gene mutation assay in mouse lymphoma cells or in an in
vitro unscheduled DNA synthesis (UDS) assay in primary rat hepatocytes, and did not
induce sister chromatid exchange in Chinese hamster bone marrow in vivo.

Impairment of Fertility—Duloxetine administered orally to either male or female rats
prior to and throughout mating at doses up to 45 mg/kg/day (7 times the maximum
recommended human dose of 60 mg/day and 4 times the human dose of 120 mg/day on
a mg/m? basis) did not alter mating or fertility.

PATIENT COUNSELING INFORMATION: See FDA-approved Medication Guide and Patient
Counseling Information section of full PI.

Literature revised December 4, 2008
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vague aches

loss of interest

sluggish

Sometimes the face of depression
isn’t a face at all*

Cymbalta is indicated for the acute and maintenance
treatment of major depressive disorder (MDD).

* Cymbalta 60 mg/day vs placebo (P<.05) by
MMRM for MDD on mean change in HAM-D,;,
Total Score,' Maier Subscale,' Psychic Anxiety,'
and Visual Analog Pain Scales.’

Full antidepressant response may take 4-6 weeks.
MMRM=Mixed-effects Models Repeated
Measures analysis

References: 1. Data on file, Lilly Research
Laboratories: CYM20070220C.
2. Fava M, et al. ] Clin Psychiatry.
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Important Safety Information

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

+ Patients of all ages started on therapy should be
monitored appropriately and observed closely
for clinical worsening, suicidality, or unusual
changes in behavior.

+ Cymbalta is not approved for use in pediatric patients.

Cymbalta should not be used concomitantly with monoamine
oxidase inhibitors (MAQOISs) or in patients with uncontrolled
narrow-angle glaucoma.

Clinical worsening and suicide risk: All patients being treated
with an antidepressant for any indication should be monitored
appropriately and observed closely for clinical worsening,
suicidality, and unusual changes in behavior, especially within
the first few months of treatment and when changing the dose.
Consider changing the therapeutic regimen if the depression is
persistently worse or there are symptoms that are severe, sudden,
or were not part of the patient’s presentation. If discontinuing
treatment, taper the medication. Families and caregivers of
patients being treated with antidepressants for any indication
should be alerted about the need to monitor patients.

Hepatic failure, sometimes fatal, has been reported in patients
treated with Cymbalta. Cymbalta should be discontinued in
patients who develop jaundice or other evidence of clinically
significant liver dysfunction and should not be resumed unless
another cause can be established.

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

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

Development of a potentially life-threatening serotonin
syndrome may occur with SNRIs and SSRIs, including Cymbalta
treatment, particularly with concomitant use of serotonergic
drugs, including triptans. Concomitant use is not recommended.

SSRIs and SNRIs, including Cymbalta, may increase the risk

of bleeding events. Patients should be cautioned about the risk

of bleeding associated with concomitant use of Cymbalta and
NSAIDs, aspirin, warfarin, or other drugs that affect coagulation.

On discontinuation, adverse events, some of which may be
serious, have been reported with SSRIs and SNRIs. A gradual
reduction in dose rather than abrupt cessation is recommended
when possible.

Co-administration of Cymbalta with potent CYP1A2 inhibitors
or thioridazine should be avoided.

Caution is advised in using Cymbalta in patients with conditions
that may slow gastric emptying (eg, some diabetics).

Cymbalta should ordinarily not be administered to patients
with any hepatic insufficiency or patients with end-stage renal
disease (requiring dialysis) or severe renal impairment

(CrCl <30 mL/min).

As observed in DPNP clinical trials, Cymbalta treatment worsens
glycemic control in some patients with diabetes. In the extension
phases up to 52 weeks, an increase in HbA_ in both the Cymbalta
(0.5%) and routine care groups (0.2%) was noted.

If symptoms of urinary hesitation develop during Cymbalta
treatment, this effect may be drug-related. In postmarketing
experience, urinary retention has been observed.

The most commonly reported adverse events (=5% and at least
twice placebo) for Cymbalta vs placebo in controlled clinical
trials (N=4843 vs 3048) were: nausea, dry mouth, somnolence,*
constipation,* decreased appetite,* and increased sweating.

*Events for which there was a significant dose-dependent
relationship in fixed-dose studies, excluding three MDD studies
which did not have a placebo lead-in period or dose titration.

See Brief Summary of full Prescribing Information,
including Boxed Warning, on following spread.
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